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(June 25, 1938, ch. 675, §423, as added Pub. L.
111-353, title II, §206(a), Jan. 4, 2011, 124 Stat.
3939.)

Editorial Notes

REFERENCES IN TEXT

The Public Health Service Act, referred to in subsec.
(1), is act July 1, 1944, ch. 373, 58 Stat. 682, which is clas-
sified generally to chapter 6A (§201 et seq.) of Title 42,
The Public Health and Welfare. For complete classi-
fication of this Act to the Code, see Short Title note
set out under section 201 of Title 42 and Tables.

Statutory Notes and Related Subsidiaries
CONSTRUCTION

Nothing in this section to be construed to alter juris-
diction and authorities established under certain other
Acts or in a manner inconsistent with international
agreements to which the United States is a party, see
sections 2251 and 2252 of this title.

SEARCH ENGINE

Pub. L. 111-353, title II, §206(b), Jan. 4, 2011, 124 Stat.
3942, provided that: ‘“Not later than 90 days after the
date of enactment of this Act [Jan. 4, 2011], the Sec-
retary shall modify the Internet Web site of the Food
and Drug Administration to include a search engine
that—

‘(1) is consumer-friendly, as determined by the Sec-
retary; and

“(2) provides a means by which an individual may
locate relevant information regarding each article of
food subject to a recall under section 423 of the Fed-
eral Food, Drug, and Cosmetic Act [21 U.S.C. 350(] and
the status of such recall (such as whether a recall is
ongoing or has been completed).”’

§350/-1. Annual report to Congress

(1) In general

Not later than 2 years after January 4, 2011,
and annually thereafter, the Secretary of Health
and Human Services (referred to in this section
as the ‘““Secretary’’) shall submit a report to the
Committee on Health, Education, Labor, and
Pensions of the Senate and the Committee on
Energy and Commerce of the House of Rep-
resentatives on the use of recall authority under
section 350/ of this title (as added by subsection
(a))! and any public health advisories issued by
the Secretary that advise against the consump-
tion of an article of food on the ground that the
article of food is adulterated and poses an immi-
nent danger to health.

(2) Content

The report under paragraph (1) shall include,
with respect to the report year—

(A) the identity of each article of food that
was the subject of a public health advisory de-
scribed in paragraph (1), an opportunity to
cease distribution and recall under subsection
(a) of section 350! of this title, or a mandatory
recall order under subsection (b) of such sec-
tion;

(B) the number of responsible parties, as de-
fined in section 350f of this title, formally
given the opportunity to cease distribution of
an article of food and recall such article, as
described in section 350I(a) of such title;

1See References in Text note below.
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(C) the number of responsible parties de-
scribed in subparagraph (B) who did not cease
distribution of or recall an article of food after
given the opportunity to cease distribution or
recall under section 350I(a) of this title;

(D) the number of recall orders issued under
section 350I(b) of this title; and

(E) a description of any instances in which
there was no testing that confirmed adultera-
tion of an article of food that was the subject
of a recall under section 350I(b) of this title or
a public health advisory described in para-
graph (1).

(Pub. L. 111-353, title II, §206(f), Jan. 4, 2011, 124
Stat. 3943.)

Editorial Notes

REFERENCES IN TEXT

Subsection (a), referred to in par. (1), means subsec.
(a) of section 206 of Pub. L. 111-353.

CODIFICATION

Section was enacted as part of the FDA Food Safety
Modernization Act, and not as part of the Federal
Food, Drug, and Cosmetic Act which comprises this
chapter.

Statutory Notes and Related Subsidiaries

CONSTRUCTION

Nothing in this section to be construed to alter juris-
diction and authorities established under certain other
Acts or in a manner inconsistent with international
agreements to which the United States is a party, see
sections 2251 and 2252 of this title.

SUBCHAPTER V—DRUGS AND DEVICES
PART A—DRUGS AND DEVICES

§351. Adulterated drugs and devices

A drug or device shall be deemed to be adulter-
ated—

(a) Poisonous, insanitary, etc., ingredients; ade-
quate controls in manufacture

(1) If it consists in whole or in part of any
filthy, putrid, or decomposed substance; or
(2)(A) if it has been prepared, packed, or held
under insanitary conditions whereby it may
have been contaminated with filth, or whereby
it may have been rendered injurious to health;
or (B) if it is a drug and the methods used in, or
the facilities or controls used for, its manufac-
ture, processing, packing, or holding do not con-
form to or are not operated or administered in
conformity with current good manufacturing
practice to assure that such drug meets the re-
quirements of this chapter as to safety and has
the identity and strength, and meets the quality
and purity characteristics, which it purports or
is represented to possess; or (C) if it is a com-
pounded positron emission tomography drug and
the methods used in, or the facilities and con-
trols used for, its compounding, processing,
packing, or holding do not conform to or are not
operated or administered in conformity with the
positron emission tomography compounding
standards and the official monographs of the
United States Pharmacopoeia to assure that
such drug meets the requirements of this chap-



Page 149

ter as to safety and has the identity and
strength, and meets the quality and purity char-
acteristics, that it purports or is represented to
possess; or (3) if its container is composed, in
whole or in part, of any poisonous or deleterious
substance which may render the contents inju-
rious to health; or (4) if (A) it bears or contains,
for purposes of coloring only, a color additive
which is unsafe within the meaning of section
379¢e(a) of this title, or (B) it is a color additive
the intended use of which in or on drugs or de-
vices is for purposes of coloring only and is un-
safe within the meaning of section 379e(a) of this
title; or (b) if it is a new animal drug which is
unsafe within the meaning of section 360b of this
title; or (6) if it is an animal feed bearing or con-
taining a new animal drug, and such animal feed
is unsafe within the meaning of section 360b of
this title.
(b) Strength, quality, or purity differing from of-
ficial compendium
If it purports to be or is represented as a drug
the name of which is recognized in an official
compendium, and its strength differs from, or
its quality or purity falls below, the standard
set forth in such compendium. Such determina-
tion as to strength, quality, or purity shall be
made in accordance with the tests or methods of
assay set forth in such compendium, except that
whenever tests or methods of assay have not
been prescribed in such compendium, or such
tests or methods of assay as are prescribed are,
in the judgment of the Secretary, insufficient
for the making of such determination, the Sec-
retary shall bring such fact to the attention of
the appropriate body charged with the revision
of such compendium, and if such body fails with-
in a reasonable time to prescribe tests or meth-
ods of assay which, in the judgment of the Sec-
retary, are sufficient for purposes of this para-
graph, then the Secretary shall promulgate reg-
ulations prescribing appropriate tests or meth-
ods of assay in accordance with which such de-
termination as to strength, quality, or purity
shall be made. No drug defined in an official
compendium shall be deemed to be adulterated
under this paragraph because it differs from the
standard of strength, quality, or purity therefor
set forth in such compendium, if its difference in
strength, quality, or purity from such standard
is plainly stated on its label. Whenever a drug is
recognized in both the United States Pharma-
copoeia and the Homoeopathic Pharmacopoeia
of the United States it shall be subject to the re-
quirements of the United States Pharmacopoeia
unless it is labeled and offered for sale as a
homoeopathic drug, in which case it shall be
subject to the provisions of the Homoeopathic
Pharmacopoeia of the United States and not to
those of the United States Pharmacopoeia.
(e) Misrepresentation of strength, etc., where
drug is unrecognized in compendium
If it is not subject to the provisions of para-
graph (b) of this section and its strength differs
from, or its purity or quality falls below, that
which it purports or is represented to possess.
(d) Mixture with or substitution of another sub-
stance
If it is a drug and any substance has been (1)
mixed or packed therewith so as to reduce its
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quality or strength or (2) substituted wholly or

in part therefor.

(e) Devices not in conformity with performance
standards

(1) If it is, or purports to be or is represented
as, a device which is subject to a performance
standard established under section 360d of this
title unless such device is in all respects in con-
formity with such standard.

(2) If it is declared to be, purports to be, or is
represented as, a device that is in conformity
with any standard recognized under section
360d(c) of this title unless such device is in all
respects in conformity with such standard.

(f) Certain class III devices

(1) If it is a class III device—

(A)(1) which is required by an order issued
under subsection (b) of section 360e of this
title to have an approval under such section of
an application for premarket approval and
which is not exempt from section 360e of this
title under section 360j(g) of this title, and

(ii)(I) for which an application for premarket
approval or a notice of completion of a prod-
uct development protocol was not filed with
the Secretary within the ninety-day period be-
ginning on the date of the issuance of such
order, or

(IT) for which such an application was filed
and approval of the application has been de-
nied, suspended, or withdrawn, or such a no-
tice was filed and has been declared not com-
pleted or the approval of the device under the
protocol has been withdrawn;

(B)(i) which was classified under section
360c(f) of this title into class III, which under
section 360e(a) of this title is required to have
in effect an approved application for pre-
market approval, and which is not exempt
from section 360e of this title under section
360j(g) of this title, and

(ii) which has an application which has been
suspended or is otherwise not in effect; or

(C) which was classified under section 360j(1)
of this title into class III, which under such
section is required to have in effect an ap-
proved application under section 360e of this
title, and which has an application which has
been suspended or is otherwise not in effect.

(2)(A) In the case of a device classified under
section 360c(f) of this title into class III and in-
tended solely for investigational use, paragraph!?
(1)(B) shall not apply with respect to such device
during the period ending on the ninetieth day
after the date of the promulgation of the regula-
tions prescribing the procedures and conditions
required by section 360j(g)(2) of this title.

(B) In the case of a device subject to an order
issued under subsection (b) of section 360e of this
title, paragraph?! (1) shall not apply with respect
to such device during the period ending—

(i) on the last day of the thirtieth calendar
month beginning after the month in which the
classification of the device in class IIT became
effective under section 360c of this title, or

(ii) on the ninetieth day after the date of the
issuance of such order,

180 in original. Probably should be ‘‘subparagraph’.
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whichever occurs later.

(3) In the case of a device with respect to
which a regulation was promulgated under sec-
tion 360e(b) of this title prior to July 9, 2012, a
reference in this subsection to an order issued
under section 360e(b) of this title shall be
deemed to include such regulation.

(g) Banned devices

If it is a banned device.

(h) Manufacture, packing, storage, or installation
of device not in conformity with applicable
requirements or conditions

If it is a device and the methods used in, or the
facilities or controls used for, its manufacture,
packing, storage, or installation are not in con-
formity with applicable requirements under sec-
tion 360j(f)(1) of this title or an applicable condi-
tion prescribed by an order under section
360j(f)(2) of this title.

(i) Failure to comply with requirements under
which device was exempted for investiga-
tional use

If it is a device for which an exemption has
been granted under section 360j(g) of this title
for investigational use and the person who was
granted such exemption or any investigator who
uses such device under such exemption fails to
comply with a requirement prescribed by or
under such section.

(j) Delayed, denied, or limited inspection; refusal
to permit entry or inspection

If it is a drug or device and it has been manu-
factured, processed, packed, or held in any fac-
tory, warehouse, or establishment and the
owner, operator, or agent of such factory, ware-
house, or establishment delays, denies, or limits
an inspection, or refuses to permit entry or in-
spection.

For purposes of paragraph (a)(2)(B), the term
“‘current good manufacturing practice’ includes
the implementation of oversight and controls
over the manufacture of drugs to ensure quality,
including managing the risk of and establishing
the safety of raw materials, materials used in
the manufacturing of drugs, and finished drug
products.

(June 25, 1938, ch. 675, §501, 52 Stat. 1049; Pub. L.
86-618, title I, §102(b)(1), July 12, 1960, 74 Stat.
398; Pub. L. 87-781, title I, §101, Oct. 10, 1962, 76
Stat. 780; Pub. L. 90-399, §101(a), July 13, 1968, 82
Stat. 343; Pub. L. 94-295, §§3(d), 9(b)(1), May 28,
1976, 90 Stat. 576, 583; Pub. L. 101-629, §9(b), Nov.
28, 1990, 104 Stat. 4521; Pub. L. 102-571, title I,
§107(8), Oct. 29, 1992, 106 Stat. 4499; Pub. L.
105-115, title I, §121(b)(1), title II, §204(c), Nov. 21,
1997, 111 Stat. 2320, 2336; Pub. L. 112-144, title VI,
§608(b)(2), title VII, §§707(a), 711, July 9, 2012, 126
Stat. 1058, 1068, 1071; Pub. L. 115-52, title VII,
§702(c), Aug. 18, 2017, 131 Stat. 1056.)

Editorial Notes
AMENDMENTS

2017—Par. (j). Pub. L. 115-52 inserted ‘‘or device’’ after
“drug”’.

2012—Pub. L. 112-144, §711, inserted concluding provi-
sions.

Par. (f)(1)(A)({). Pub. L. 112-144, §608(b)(2)(A)(), sub-
stituted ‘“‘an order issued’” for ‘‘a regulation promul-
gated’’.
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Par. (H(D(A)({1)T). Pub. L. 112-144, §608(b)(2)(A)(ii),
substituted ‘‘issuance of such order’ for ‘‘promulgation
of such regulation’.

Par. ()(2)(B). Pub. L. 112-144, §608(b)(2)(B), sub-
stituted ‘‘an order issued” for ‘‘a regulation promul-
gated” in introductory provisions and ‘‘issuance of
such order” for ‘‘promulgation of such regulation’” in
subcl. (ii).

Par. (f)(3). Pub. L. 112-144, §608(b)(2)(C), added subpar.
3).

Par. (j). Pub. L. 112-144, §707(a), added par. (j).

1997—Par. (a)(2)(C). Pub. L. 105-115, §121(b)(1), inserted
‘; or (C) if it is a compounded positron emission to-
mography drug and the methods used in, or the facili-
ties and controls used for, its compounding, processing,
packing, or holding do not conform to or are not oper-
ated or administered in conformity with the positron
emission tomography compounding standards and the
official monographs of the United States Pharma-
copoeia to assure that such drug meets the require-
ments of this chapter as to safety and has the identity
and strength, and meets the quality and purity charac-
teristics, that it purports or is represented to possess;”’
before ‘‘or (3)”.

Par. (e). Pub. L. 105-115, §204(c), designated existing
provisions as subpar. (1) and added subpar. (2).

1992—Par. (a)(4). Pub. L. 102-571 substituted ‘‘379%e(a)”’
for “‘376(a)’’ in cls. (A) and (B).

1990—Par. (f)(1). Pub. L. 101-629, §9(b), which directed
the amendment of subpars. (A) to (C) of par. (f), was ex-
ecuted by making the amendments in cls. (A) to (C) of
subpar. (1) of par. (f) as follows to reflect the probable
intent of Congress: in cl. (A)ADII), substituted
‘“, suspended, or withdrawn” for ‘‘or withdrawn’’; in cl.
(B)(ii), substituted ‘‘which has an application which has
been suspended or is otherwise not in effect’” for
‘“‘which does not have such an application in effect’’;
and in cl. (C), substituted ‘‘which has an application
which has been suspended or is otherwise not in effect”
for ‘““‘which does not have such an application in effect’.

1976—Par. (a). Pub. L. 94-295, §9(b)(1), substituted ‘‘(3)
if its” for ¢‘(3) if it is a drug and its’ in cl. (3), sub-
stituted ‘‘(4) if (A) it bears or contains’ for ‘‘(4) if (A)
it is a drug which bears or contains’ in cl. (4)(A), and
substituted ‘‘drugs or devices’ for ‘‘drugs’ in cl. (4)(B).

Pars. (e) to (i). Pub. L. 94-295, §3(d), added pars. (e) to
(1).

1968—Par. (a). Pub. L. 90-399 added cls. (5) and (6).

1962—Par. (a). Pub. L. 87-781 designated existing pro-
visions of cl. (2) as (A) and added (B).

1960—Par. (a). Pub. L. 86-618 substituted provisions in
cl. (4) relating to unsafe color additives for provisions
which related to a coal-tar color other than one from
a batch that has been certified in accordance with regu-
lations as provided by section 354 of this title.

Statutory Notes and Related Subsidiaries

EFFECTIVE AND TERMINATION DATES OF 1997
AMENDMENT

Pub. L. 105-115, title I, §121(b)(2), Nov. 21, 1997, 111
Stat. 2320, provided that: ‘“Section 501(a)(2)(C) of the
Federal Food, Drug, and Cosmetic Act (21 U.S.C.
351(a)(2)(C)) shall not apply 4 years after the date of en-
actment of this Act [Nov. 21, 1997] or 2 years after the
date on which the Secretary of Health and Human
Services establishes the requirements described in sub-
section (c)(1)(B) [section 121(c)(1)(B) of Pub. L. 105-115,
set out as a note under section 355 of this title], which-
ever is later.”

Amendment by Pub. L. 105-115 effective 90 days after
Nov. 21, 1997, except as otherwise provided, see section
501 of Pub. L. 105-115, set out as an Effective Date of
1997 Amendment note under section 321 of this title.

EFFECTIVE DATE OF 1968 AMENDMENT

Amendment by Pub. L. 90-399 effective on first day of
thirteenth calendar month after July 13, 1968, see sec-
tion 108(a) of Pub. L. 90-399, set out as an Effective Date
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and Transitional Provisions note under section 360b of
this title.

EFFECTIVE DATE OF 1962 AMENDMENT; EXCEPTIONS

Amendment by Pub. L. 87-781 effective on first day of
seventh calendar month following October 1962, see sec-
tion 107 of Pub. L. 87-781, set out as a note under sec-
tion 321 of this title.

EFFECTIVE DATE OF 1960 AMENDMENT

Amendment by Pub. L. 86-618 effective July 12, 1960,
subject to the provisions of section 203 of Pub. L. 86-618,
see section 202 of Pub. L. 86-618, set out as a note under
section 379e of this title.

EFFECTIVE DATE; POSTPONEMENT

Par. (a)(4) effective Jan. 1, 1940, see act June 23, 1939,
ch. 242, 53 Stat. 853, set out as an Effective Date; Post-
ponement in Certain Cases note under section 301 of
this title.

TRANSFER OF FUNCTIONS

For transfer of functions of Federal Security Admin-
istrator to Secretary of Health, Education, and Welfare
[now Health and Human Services], and of Food and
Drug Administration in the Department of Agriculture
to Federal Security Agency, see notes set out under
section 321 of this title.

APPROVAL BY REGULATION PRIOR TO JULY 9, 2012

Pub. L. 112-144, title VI, §608(b)(3), July 9, 2012, 126
Stat. 1059, provided that: ‘“The amendments made by
this subsection [amending this section and section 360e
of this title] shall have no effect on a regulation that
was promulgated prior to the date of enactment of this
Act [July 9, 2012] requiring that a device have an ap-
proval under section 515 of the Federal Food, Drug, and
Cosmetic Act (21 U.S.C. 360e) of an application for pre-
market approval.”

GUIDANCE

Pub. L. 112-144, title VII, §707(b), July 9, 2012, 126
Stat. 1068, provided that: ‘“Not later than 1 year after
the date of enactment of this section [July 9, 2012], the
Secretary of Health and Human Services shall issue
guidance that defines the circumstances that would
constitute delaying, denying, or limiting inspection, or
refusing to permit entry or inspection, for purposes of
section 501(j) of the Federal Food, Drug, and Cosmetic
Act [21 U.S.C. 351(j)] (as added by subsection (a)).”

§ 352. Misbranded drugs and devices

A drug or device shall be deemed to be mis-
branded—

(a) False or misleading label

(1) If its labeling is false or misleading in any
particular. Health care economic information
provided to a payor, formulary committee, or
other similar entity with knowledge and exper-
tise in the area of health care economic anal-
ysis, carrying out its responsibilities for the se-
lection of drugs for coverage or reimbursement,
shall not be considered to be false or misleading
under this paragraph if the health care eco-
nomic information relates to an indication ap-
proved under section 355 of this title or under
section 262(a) of title 42 for such drug, is based
on competent and reliable scientific evidence,
and includes, where applicable, a conspicuous
and prominent statement describing any mate-
rial differences between the health care eco-
nomic information and the labeling approved for
the drug under section 355 of this title or under
section 262 of title 42. The requirements set
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forth in section 355(a) of this title or in sub-
sections (a) and (k) of section 262 of title 42 shall
not apply to health care economic information
provided to such a payor, committee, or entity
in accordance with this paragraph. Information
that is relevant to the substantiation of the
health care economic information presented
pursuant to this paragraph shall be made avail-
able to the Secretary upon request.

(2)(A) For purposes of this paragraph,! the
term ‘‘health care economic information”
means any analysis (including the clinical data,
inputs, clinical or other assumptions, methods,
results, and other components underlying or
comprising the analysis) that identifies, meas-
ures, or describes the economic consequences,
which may be based on the separate or aggre-
gated clinical consequences of the represented
health outcomes, of the use of a drug. Such
analysis may be comparative to the use of an-
other drug, to another health care intervention,
or to no intervention.

(B) Such term does not include any analysis
that relates only to an indication that is not ap-
proved under section 355 of this title or under
section 262 of title 42 for such drug.

(b) Package form; contents of label

If in package form unless it bears a label con-
taining (1) the name and place of business of the
manufacturer, packer, or distributor; and (2) an
accurate statement of the quantity of the con-
tents in terms of weight, measure, or numerical
count: Provided, That under clause (2) of this
paragraph reasonable variations shall be per-
mitted, and exemptions as to small packages
shall be established, by regulations prescribed
by the Secretary.

(c) Prominence of information on label

If any word, statement, or other information
required by or under authority of this chapter to
appear on the label or labeling is not promi-
nently placed thereon with such conspicuous-
ness (as compared with other words, statements,
designs, or devices, in the labeling) and in such
terms as to render it likely to be read and un-
derstood by the ordinary individual under cus-
tomary conditions of purchase and use.

(d) Repealed. Pub. L. 105-115, title I, §126(b),
Nov. 21, 1997, 111 Stat. 2327

(e) Designation of drugs or devices by estab-
lished names

(1)(A) If it is a drug, unless its label bears, to
the exclusion of any other nonproprietary name
(except the applicable systematic chemical
name or the chemical formula)—

(i) the established name (as defined in sub-
paragraph (3)) of the drug, if there is such a
name;

(ii) the established name and quantity or, if
determined to be appropriate by the Sec-
retary, the proportion of each active ingre-
dient, including the quantity, kind, and pro-
portion of any alcohol, and also including
whether active or not the established name
and quantity or if determined to be appro-

180 in original. The term ‘‘health care economic information”

appears only in par. (1).
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priate by the Secretary, the proportion of any
bromides, ether, chloroform, acetanilide, ace-
tophenetidin, amidopyrine, antipyrine, atro-
pine, hyoscine, hyoscyamine, arsenic, digi-
talis, digitalis glucosides, mercury, ouabain,
strophanthin, strychnine, thyroid, or any de-
rivative or preparation of any such substances,
contained therein, except that the require-
ment for stating the quantity of the active in-
gredients, other than the quantity of those
specifically named in this subclause, shall not
apply to nonprescription drugs not intended
for human use; and

(iii) the established name of each inactive
ingredient listed in alphabetical order on the
outside container of the retail package and, if
determined to be appropriate by the Sec-
retary, on the immediate container, as pre-
scribed in regulation promulgated by the Sec-
retary, except that nothing in this subclause
shall be deemed to require that any trade se-
cret be divulged, and except that the require-
ments of this subclause with respect to alpha-
betical order shall apply only to nonprescrip-
tion drugs that are not also cosmetics and
that this subclause shall not apply to non-
prescription drugs not intended for human use.

(B) For any prescription drug the established
name of such drug or ingredient, as the case
may be, on such label (and on any labeling on
which a name for such drug or ingredient is
used) shall be printed prominently and in type
at least half as large as that used thereon for
any proprietary name or designation for such
drug or ingredient, except that to the extent
that compliance with the requirements of sub-
clause (ii) or (iii) of clause (A) or this clause is
impracticable, exemptions shall be established
by regulations promulgated by the Secretary.

(2) If it is a device and it has an established
name, unless its label bears, to the exclusion of
any other nonproprietary name, its established
name (as defined in subparagraph (4)) promi-
nently printed in type at least half as large as
that used thereon for any proprietary name or
designation for such device, except that to the
extent compliance with the requirements of this
subparagraph is impracticable, exemptions shall
be established by regulations promulgated by
the Secretary.

(3) As used in subparagraph (1), the term ‘‘es-
tablished name’’, with respect to a drug or in-
gredient thereof, means (A) the applicable offi-
cial name designated pursuant to section 358 of
this title, or (B), if there is no such name and
such drug, or such ingredient, is an article rec-
ognized in an official compendium, then the offi-
cial title thereof in such compendium, or (C) if
neither clause (A) nor clause (B) of this subpara-
graph applies, then the common or usual name,
if any, of such drug or of such ingredient, except
that where clause (B) of this subparagraph ap-
plies to an article recognized in the United
States Pharmacopeia and in the Homoeopathic
Pharmacopoeia under different official titles,
the official title used in the United States Phar-
macopeia shall apply unless it is labeled and of-
fered for sale as a homoeopathic drug, in which
case the official title used in the Homoeopathic
Pharmacopoeia shall apply.

(4) As used in subparagraph (2), the term ‘‘es-
tablished name” with respect to a device means
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(A) the applicable official name of the device
designated pursuant to section 358 of this title,
(B) if there is no such name and such device is
an article recognized in an official compendium,
then the official title thereof in such compen-
dium, or (C) if neither clause (A) nor clause (B)
of this subparagraph applies, then any common
or usual name of such device.

(f) Directions for use and warnings on label

Unless its labeling bears (1) adequate direc-
tions for use; and (2) such adequate warnings
against use in those pathological conditions or
by children where its use may be dangerous to
health, or against unsafe dosage or methods or
duration of administration or application, in
such manner and form, as are necessary for the
protection of users, except that where any re-
quirement of clause (1) of this paragraph, as ap-
plied to any drug or device, is not necessary for
the protection of the public health, the Sec-
retary shall promulgate regulations exempting
such drug or device from such requirement. Re-
quired labeling for prescription devices intended
for use in health care facilities or by a health
care professional and required labeling for in
vitro diagnostic devices intended for use by
health care professionals or in blood establish-
ments may be made available solely by elec-
tronic means, provided that the labeling com-
plies with all applicable requirements of law,
and that the manufacturer affords such users
the opportunity to request the labeling in paper
form, and after such request, promptly provides
the requested information without additional
cost.

(g) Representations as recognized drug; packing
and labeling; inconsistent requirements for
designation of drug

If it purports to be a drug the name of which
is recognized in an official compendium, unless
it is packaged and labeled as prescribed therein.
The method of packing may be modified with
the consent of the Secretary. Whenever a drug is
recognized in both the United States Pharma-
copoeia and the Homoeopathic Pharmacopoeia
of the United States, it shall be subject to the
requirements of the United States Pharma-
copoeia with respect to packaging and labeling
unless it is labeled and offered for sale as a
homoeopathic drug, in which case it shall be
subject to the provisions of the Homoeopathic
Pharmacopoeia of the United States, and not
those of the United States Pharmacopoeia, ex-
cept that in the event of inconsistency between
the requirements of this paragraph and those of
paragraph (e) as to the name by which the drug
or its ingredients shall be designated, the re-
quirements of paragraph (e) shall prevail.

(h) Deteriorative drugs; packing and labeling

If it has been found by the Secretary to be a
drug liable to deterioration, unless it is pack-
aged in such form and manner, and its label
bears a statement of such precautions, as the
Secretary shall by regulations require as nec-
essary for the protection of the public health.
No such regulation shall be established for any
drug recognized in an official compendium until
the Secretary shall have informed the appro-
priate body charged with the revision of such



Page 153

compendium of the need for such packaging or

labeling requirements and such body shall have

failed within a reasonable time to prescribe such

requirements.

(i) Drug; misleading container; imitation; offer
for sale under another name

(1) If it is a drug and its container is so made,
formed, or filled as to be misleading; or (2) if it
is an imitation of another drug; or (3) if it is of-
fered for sale under the name of another drug.

(j) Health-endangering when used as prescribed

If it is dangerous to health when used in the
dosage or manner, or with the frequency or du-
ration prescribed, recommended, or suggested in
the labeling thereof.

(k), () Repealed. Pub. L. 105-115, title I,
§125(a)(2)(B), (b)(2)(D), Nov. 21, 1997, 111
Stat. 2325

(m) Color additives; packing and labeling

If it is a color additive the intended use of
which is for the purpose of coloring only, unless
its packaging and labeling are in conformity
with such packaging and labeling requirements
applicable to such color additive, as may be con-
tained in regulations issued under section 379
of this title.

(n) Prescription drug advertisements: estab-
lished name; quantitative formula; side ef-
fects, contraindications, and effectiveness;
prior approval; false advertising; labeling;
construction of the Convention on Psycho-
tropic Substances

In the case of any prescription drug distrib-
uted or offered for sale in any State, unless the
manufacturer, packer, or distributor thereof in-
cludes in all advertisements and other descrip-
tive printed matter issued or caused to be issued
by the manufacturer, packer, or distributor with
respect to that drug a true statement of (1) the
established name as defined in paragraph (e),
printed prominently and in type at least half as
large as that used for any trade or brand name
thereof, (2) the formula showing quantitatively
each ingredient of such drug to the extent re-
quired for labels under paragraph (e), and (3)
such other information in brief summary relat-
ing to side effects, contraindications, and effec-
tiveness as shall be required in regulations
which shall be issued by the Secretary in ac-
cordance with section 371(a) of this title, and in
the case of published direct-to-consumer adver-
tisements the following statement printed in
conspicuous text: ‘““You are encouraged to report
negative side effects of prescription drugs to the
FDA. Visit www.fda.gov/medwatch, or call 1-800-
FDA-1088.”, except that (A) except in extraor-
dinary circumstances, no regulation issued
under this paragraph shall require prior ap-
proval by the Secretary of the content of any
advertisement, and (B) no advertisement of a
prescription drug, published after the effective
date of regulations issued under this paragraph
applicable to advertisements of prescription
drugs, shall with respect to the matters speci-
fied in this paragraph or covered by such regula-
tions, be subject to the provisions of sections 52
to 57 of title 15. This paragraph (n) shall not be
applicable to any printed matter which the Sec-
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retary determines to be labeling as defined in
section 321(m) of this title. Nothing in the Con-
vention on Psychotropic Substances, signed at
Vienna, Austria, on February 21, 1971, shall be
construed to prevent drug price communications
to consumers. In the case of an advertisement
for a drug subject to section 353(b)(1) of this title
presented directly to consumers in television or
radio format and stating the name of the drug
and its conditions of use, the major statement
relating to side effects and contraindications
shall be presented in a clear, conspicuous, and
neutral manner.

(0) Drugs or devices from nonregistered estab-
lishments

If it was manufactured, prepared, propagated,
compounded, or processed in an establishment
not duly registered under section 360 of this
title, if it is a drug and was imported or offered
for import by a commercial importer of drugs
not duly registered under section 381(s) of this
title, if it was not included in a list required by
section 360(j) of this title, if a notice or other in-
formation respecting it was not provided as re-
quired by such section or section 360(k) of this
title, or if it does not bear such symbols from
the uniform system for identification of devices
prescribed under section 360(e) of this title as
the Secretary by regulation requires.

(p) Packaging or labeling of drugs in violation of
regulations

If it is a drug and its packaging or labeling is
in violation of an applicable regulation issued
pursuant to section 1472 or 1473 of title 15.

(q) Restricted devices using false or misleading
advertising or used in violation of regula-
tions

In the case of any restricted device distributed
or offered for sale in any State, if (1) its adver-
tising is false or misleading in any particular, or
(2) it is sold, distributed, or used in violation of
regulations prescribed under section 360j(e) of
this title.

(r) Restricted devices not carrying requisite ac-
companying statements in advertisements
and other descriptive printed matter

In the case of any restricted device distributed
or offered for sale in any State, unless the man-
ufacturer, packer, or distributor thereof in-
cludes in all advertisements and other descrip-
tive printed matter issued or caused to be issued
by the manufacturer, packer, or distributor with
respect to that device (1) a true statement of the
device’s established name as defined in sub-
section (e), printed prominently and in type at
least half as large as that used for any trade or
brand name thereof, and (2) a brief statement of
the intended uses of the device and relevant
warnings, precautions, side effects, and contra-
indications and, in the case of specific devices
made subject to a finding by the Secretary after
notice and opportunity for comment that such
action is necessary to protect the public health,
a full description of the components of such de-
vice or the formula showing quantitatively each
ingredient of such device to the extent required
in regulations which shall be issued by the Sec-
retary after an opportunity for a hearing. Ex-
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cept in extraordinary circumstances, no regula-
tion issued under this paragraph shall require
prior approval by the Secretary of the content
of any advertisement and no advertisement of a
restricted device, published after the effective
date of this paragraph shall, with respect to the
matters specified in this paragraph or covered
by regulations issued hereunder, be subject to
the provisions of sections 52 through 55 of title
15. This paragraph shall not be applicable to any
printed matter which the Secretary determines
to be labeling as defined in section 321(m) of this
title.

(s) Devices subject to performance standards not

bearing requisite labeling

If it is a device subject to a performance
standard established under section 360d of this
title, unless it bears such labeling as may be
prescribed in such performance standard.

(t) Devices for which there has been a failure or
refusal to give required notification or to
furnish required material or information

If it is a device and there was a failure or re-
fusal (1) to comply with any requirement pre-
scribed under section 360h of this title respect-
ing the device, (2) to furnish any material or in-
formation required by or under section 360i of
this title respecting the device, or (3) to comply
with a requirement under section 360/ of this
title.

(u) Identification of manufacturer

(1) Subject to paragraph (2), if it is a reproc-
essed single-use device, unless it, or an attach-
ment thereto, prominently and conspicuously
bears the name of the manufacturer of the re-
processed device, a generally recognized abbre-
viation of such name, or a unique and generally
recognized symbol identifying such manufac-
turer.

(2) If the original device or an attachment
thereto does not prominently and conspicuously
bear the name of the manufacturer of the origi-
nal device, a generally recognized abbreviation
of such name, or a unique and generally recog-
nized symbol identifying such manufacturer, a
reprocessed device may satisfy the requirements
of paragraph (1) through the use of a detachable
label on the packaging that identifies the manu-
facturer and is intended to be affixed to the
medical record of a patient.

(v) Reprocessed single-use devices

If it is a reprocessed single-use device, unless
all labeling of the device prominently and con-
spicuously bears the statement ‘‘Reprocessed de-
vice for single use. Reprocessed by  .” The
name of the manufacturer of the reprocessed de-
vice shall be placed in the space identifying the
person responsible for reprocessing.

(w) New animal drugs

If it is a new animal drug—

(1) that is conditionally approved under sec-
tion 360ccc of this title and its labeling does
not conform with the approved application or
section 360ccc(f) of this title, or that is not
conditionally approved under section 360ccc of
this title and its label bears the statement set
forth in section 360ccc(f)(1)(A) of this title;

(2) that is indexed under section 360ccc-1 of
this title and its labeling does not conform
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with the index listing under section 360ccc-1(e)
of this title or 360ccc-1(h) of this title, or that
has not been indexed under section 360ccc—1 of
this title and its label bears the statement set
forth in section 360ccc-1(h) of this title; or

(3) for which an application has been ap-
proved under section 360b of this title and the
labeling of such drug does not include the ap-
plication number in the format: ‘“Approved by
FDA under (A)NADA # xxx-xxX’’, except that
this subparagraph shall not apply to rep-
resentative labeling required under section
514.1(b)(3)(v)(b) of title 21, Code of Federal Reg-
ulations (or any successor regulation) for ani-
mal feed bearing or containing a new animal
drug.

(x) Nonprescription drugs

If it is a nonprescription drug (as defined in
section 379aa of this title) that is marketed in
the United States, unless the label of such drug
includes a domestic address or domestic phone
number through which the responsible person
(as described in section 379aa of this title) may
receive a report of a serious adverse event (as
defined in section 379aa of this title) with such
drug.

(y) Drugs subject to approved risk evaluation
and mitigation strategy

If it is a drug subject to an approved risk eval-
uation and mitigation strategy pursuant to sec-
tion 355(p) of this title and the responsible per-
son (as such term is used in section 355-1 of this
title) fails to comply with a requirement of such
strategy provided for under subsection (d), (e),
or (f) of section 355-1 of this title.

(z) Postmarket studies and clinical trials; new
safety information in labeling

If it is a drug, and the responsible person (as
such term is used in section 355(0) of this title)
is in violation of a requirement established
under paragraph (3) (relating to postmarket
studies and clinical trials) or paragraph (4) (re-
lating to labeling) of section 355(0) of this title
with respect to such drug.

(aa) Unpaid fees; failure to submit identifying in-
formation

If it is a drug, or an active pharmaceutical in-
gredient, and it was manufactured, prepared,
propagated, compounded, or processed in a facil-
ity for which fees have not been paid as required
by section 379j-42(a)(4) of this title or for which
identifying information required by section
379j—42(f) of this title has not been submitted, or
it contains an active pharmaceutical ingredient
that was manufactured, prepared, propagated,
compounded, or processed in such a facility.

(bb) False or misleading advertisement or pro-
motion of compounded drug

If the advertising or promotion of a com-
pounded drug is false or misleading in any par-
ticular.

(cc) Failure to bear product identifier

If it is a drug and it fails to bear the product
identifier as required by section 360eee-1 of this
title.

(dd) Improper labeling of antimicrobial drugs

If it is an antimicrobial drug, as defined in

section 360a-2(f) of this title, and its labeling
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fails to conform with the requirements under
section 360a—2(d) of this title.

(ee) Nonprescription drug subject to regulation

If it is a nonprescription drug that is subject
to section 35656h of this title, is not the subject of
an application approved under section 355 of this
title, and does not comply with the require-
ments under section 355h of this title.

(ff) Drugs manufactured, prepared, propagated,
compounded, or processed in facilities for
which fees have not been paid

If it is a drug and it was manufactured, pre-
pared, propagated, compounded, or processed in
a facility for which fees have not been paid as
required by section 379j—72 of this title.

(June 25, 1938, ch. 675, §502, 52 Stat. 1050; June 23,
1939, ch. 242, §3, 53 Stat. 854; Dec. 22, 1941, ch. 613,
§2, b5 Stat. 851; July 6, 1945, ch. 281, §2, 59 Stat.
463; Mar. 10, 1947, ch. 16, §2, 61 Stat. 11; July 13,
1949, ch. 305, §1, 63 Stat. 409; Aug. 5, 1953, ch. 334,
§1, 67 Stat. 389; Pub. L. 86-618, title I, §102(b)(2),
July 12, 1960, 74 Stat. 398; Pub. L. 87-781, title I,
§§105(c), 112(a), (b), 131(a), title III, §305, Oct. 10,
1962, 76 Stat. 785, 790, 791, 795; Pub. L. 90-399,
§105(a), July 13, 1968, 82 Stat. 352; Pub. L. 91-601,
§6(d), formerly §7(d), Dec. 30, 1970, 84 Stat. 1673,
renumbered Pub. L. 97-35, title XII, §1205(c),
Aug. 13, 1981, 95 Stat. 716; Pub. L. 94-295, §§3(e),
4(b)(2), 5(a), 9(b)(2), May 28, 1976, 90 Stat. 577, 580,
583; Pub. L. 95-633, title I, §111, Nov. 10, 1978, 92
Stat. 3773; Pub. L. 102-300, §3(a)(2), June 16, 1992,
106 Stat. 239; Pub. L. 102-571, title I, §107(9), Oct.
29, 1992, 106 Stat. 4499; Pub. L. 103-80, §3(m), Aug.
13, 1993, 107 Stat. 777; Pub. L. 105-115, title I,
§§114(a), 125(a)(2)(B), (b)(2)(D), 126(b), title IV,
§412(c), Nov. 21, 1997, 111 Stat. 2312, 2325, 2327,
2375; Pub. L. 107-250, title II, §206, title III,
§§301(a), 302(a)(1), Oct. 26, 2002, 116 Stat. 1613,
1616; Pub. L. 108-214, §2(b)(2)(B), Apr. 1, 2004, 118
Stat. 575; Pub. L. 108-282, title I, §102(b)(5)(E),
Aug. 2, 2004, 118 Stat. 902; Pub. L. 109-43, §2(c)(1),
Aug. 1, 2005, 119 Stat. 441; Pub. L. 109-462, §2(d),
Dec. 22, 2006, 120 Stat. 3472; Pub. L. 110-85, title
IX, §§901(d)(3)(A), (6), 902(a), 906(a), Sept. 27, 2007,
121 Stat. 940, 942, 943, 949; Pub. L. 112-144, title
III, §306, title VII, §§702(a), 714(c), July 9, 2012,
126 Stat. 1024, 1065, 1074; Pub. L. 112-193, §2(a),
Oct. 5, 2012, 126 Stat. 1443; Pub. L. 113-54, title I,
§103(b), title II, §206(b), Nov. 27, 2013, 127 Stat.
597, 639; Pub. L. 114-255, div. A, title III, §§3037,
3044(b)(2), Dec. 13, 2016, 130 Stat. 1105, 1121; Pub.
L. 115-234, title III, §303(a), Aug. 14, 2018, 132
Stat. 2436; Pub. L. 116-136, div. A, title III, §3852,
Mar. 27, 2020, 134 Stat. 454.)

APPLICABILITY OF AMENDMENT

Amendment of section by section 303(a) of
Pub. L. 115-234 applicable beginning on Sept.
30, 2023. See 2018 Amendment note below.

Editorial Notes
AMENDMENTS

2020—Subsecs. (ee), (ff). Pub. L. 116-136 added subsecs.
(ee) and (ff).

2018—Subsec. (w)(3). Pub. L. 115-234 added par. (3).

2016—Subsec. (a). Pub. L. 114-255, §3037, designated ex-
isting provisions as par. (1), substituted ‘‘a payor, for-
mulary committee, or other similar entity with knowl-
edge and expertise in the area of health care economic
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analysis, carrying out its responsibilities for the selec-
tion of drugs for coverage or reimbursement’’ for ‘‘a
formulary committee, or other similar entity, in the
course of the committee or the entity carrying out its
responsibilities for the selection of drugs for managed
care or other similar organizations’, ‘“‘relates’ for ‘‘di-
rectly relates’, and ¢, is based on competent and reli-
able scientific evidence, and includes, where applicable,
a conspicuous and prominent statement describing any
material differences between the health care economic
information and the labeling approved for the drug
under section 355 of this title or under section 262 of
title 42. The requirements set forth in section 355(a) of
this title or in subsections (a) and (k) of section 262 of
title 42 shall not apply to health care economic infor-
mation provided to such a payor, committee, or entity
in accordance with this paragraph’ for ‘‘and is based on
competent and reliable scientific evidence. The require-
ments set forth in section 355(a) of this title or in sec-
tion 262(a) of title 42 shall not apply to health care eco-
nomic information provided to such a committee or en-
tity in accordance with this paragraph’’, struck out ‘“‘In
this paragraph, the term ‘health care economic infor-
mation’ means any analysis that identifies, measures,
or compares the economic consequences, including the
costs of the represented health outcomes, of the use of
a drug to the use of another drug, to another health
care intervention, or to no intervention.”’” at end, and
added par. (2).

Subsec. (dd). Pub. L. 114-255, §3044(b)(2), added subsec.
(dd).

2013—Par. (bb). Pub. L. 113-54, §103(b), added par. (bb).

Par. (cc). Pub. L. 113-54, §206(b), added par. (cc).

2012—Par. (0). Pub. L. 112-144, §714(c), inserted ‘‘if it
is a drug and was imported or offered for import by a
commercial importer of drugs not duly registered
under section 381(s) of this title,” after ‘‘not duly reg-
istered under section 360 of this title,”.

Pub. L. 112-144, §702(a), struck out ‘‘in any State”’’
after ‘‘establishment’.

Par. (aa). Pub. L. 112-193 substituted ‘379j-42(a)(4)”’
for “‘379j-41(a)(4)”.

Pub. L. 112-144, §306, added par. (aa).

2007—Par. (n). Pub. L. 110-85, §906(a), inserted ‘‘and in
the case of published direct-to-consumer advertise-
ments the following statement printed in conspicuous
text: ‘You are encouraged to report negative side ef-
fects of prescription drugs to the FDA. Visit
www.fda.gov/medwatch, or call 1-800-FDA-1088.’,” after
‘‘section 371(a) of this title,”.

Pub. L. 110-85, §901(d)(6), substituted ‘‘section 371(a)
of this title”’ for ‘‘the procedure specified in section
371(e) of this title”.

Pub. L. 110-85, §901(d)(3)(A), inserted at end ‘“In the
case of an advertisement for a drug subject to section
353(b)(1) of this title presented directly to consumers in
television or radio format and stating the name of the
drug and its conditions of use, the major statement re-
lating to side effects and contraindications shall be
presented in a clear, conspicuous, and neutral manner.”

Pars. (y), (z). Pub. L. 110-85, §902(a), added pars. (y)
and (z).

2006—Par. (x). Pub. L. 109-462 added par. (x).

2005—Par. (u). Pub. L. 109-43 amended par. (u) gen-
erally. Prior to amendment, par. (u) read as follows: “‘If
it is a device, unless it, or an attachment thereto,
prominently and conspicuously bears the name of the
manufacturer of the device, a generally recognized ab-
breviation of such name, or a unique and generally rec-
ognized symbol identifying such manufacturer, except
that the Secretary may waive any requirement under
this paragraph for the device if the Secretary deter-
mines that compliance with the requirement is not fea-
sible for the device or would compromise the provision
of reasonable assurance of the safety or effectiveness of
the device.”

2004—Par. (f). Pub. L. 108-214, in last sentence, in-
serted ‘‘or by a health care professional and required
labeling for in vitro diagnostic devices intended for use
by health care professionals or in blood establish-
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ments’’ after ‘‘in health care facilities’, inserted
comma after ‘“‘means’, substituted ‘‘requirements of
law, and that the manufacturer affords such users the
opportunity’ for ‘‘requirements of law and, that the
manufacturer affords health care facilities the oppor-
tunity”’, and struck out ‘‘the health care facility’ after
“promptly provides’.

Par. (w). Pub. L. 108-282 added par. (w).

2002—Par. (f). Pub. L. 107-250, §206, inserted at end
“Required labeling for prescription devices intended for
use in health care facilities may be made available
solely by electronic means provided that the labeling
complies with all applicable requirements of law and,
that the manufacturer affords health care facilities the
opportunity to request the labeling in paper form, and
after such request, promptly provides the health care
facility the requested information without additional
cost.”

Par. (u). Pub. L. 107-250, §301(a), which directed
amendment of section by adding par. (u) at end, was ex-
ecuted by adding par. (u) before par. (v) to reflect the
probable intent of Congress.

Par. (v). Pub. L. 107-250, §302(a)(1), added par. (v).

1997—Par. (a). Pub. L. 105-115, §114(a), inserted at end
‘“‘Health care economic information provided to a for-
mulary committee, or other similar entity, in the
course of the committee or the entity carrying out its
responsibilities for the selection of drugs for managed
care or other similar organizations, shall not be consid-
ered to be false or misleading under this paragraph if
the health care economic information directly relates
to an indication approved under section 355 of this title
or under section 262(a) of title 42 for such drug and is
based on competent and reliable scientific evidence.
The requirements set forth in section 355(a) of this title
or in section 262(a) of title 42 shall not apply to health
care economic information provided to such a com-
mittee or entity in accordance with this paragraph. In-
formation that is relevant to the substantiation of the
health care economic information presented pursuant
to this paragraph shall be made available to the Sec-
retary upon request. In this paragraph, the term
‘health care economic information’ means any analysis
that identifies, measures, or compares the economic
consequences, including the costs of the represented
health outcomes, of the use of a drug to the use of an-
other drug, to another health care intervention, or to
no intervention.”

Par. (d). Pub. L. 105-115, §126(b), struck out par. (d)
which read as follows: ““If it is for use by man and con-
tains any quantity of the narcotic or hypnotic sub-
stance alpha eucaine, barbituric acid, betaeucaine,
bromal, cannabis, carbromal, chloral, coca, cocaine, co-
deine, heroin, marihuana, morphine, opium, par-
aldehyde, peyote, or sulphonmethane; or any chemical
derivative of such substance, which derivative has been
by the Secretary, after investigation, found to be, and
by regulations designated as, habit forming; unless its
label bears the name and quantity or proportion of
such substance or derivative and in juxtaposition
therewith the statement ‘Warning—May be habit form-
ing. "

Par. (e)(1). Pub. L. 105-115, §412(c), amended subpar.
(1) generally. Prior to amendment, subpar. (1) read as
follows: “‘If it is a drug, unless (A) its label bears, to the
exclusion of any other nonproprietary name (except the
applicable systematic chemical name or the chemical
formula), (i) the established name (as defined in sub-
paragraph (3)) of the drug, if such there be, and (ii), in
case it is fabricated from two or more ingredients, the
established name and quantity of each active ingre-
dient, including the quantity, kind, and proportion of
any alcohol, and also including, whether active or not,
the established name and quantity or proportion of any

bromides, ether, chloroform, acetanilid,
acetphenetidin, amidopyrine, antipyrine, atropine,
hyoscine, hyoscyamine, arsenic, digitalis, digitalis

glucosides, mercury ouabain strophanthin, strychnine,
thyroid, or any derivative or preparation of any such
substances, contained therein; Provided, That the re-
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quirement for stating the quantity of the active ingre-
dients, other than the quantity of those specifically
named in this paragraph, shall apply only to prescrip-
tion drugs; and (B) for any prescription drug the estab-
lished name of such drug or ingredient, as the case may
be, on such label (and on any labeling on which a name
for such drug or ingredient is used) is printed promi-
nently and in type at least half as large as that used
thereon for any proprietary name or designation for
such drug or ingredient: Provided, That to the extent
that compliance with the requirements of clause (A)(ii)
or clause (B) of this subparagraph is impracticable, ex-
emptions shall be established by regulations promul-
gated by the Secretary.”

Par. (k). Pub. L. 105-115, §125(a)(2)(B), struck out par.
(k) which read as follows: “‘If it is, or purports to be, or
is represented as a drug composed wholly or partly of
insulin, unless (1) it is from a batch with respect to
which a certificate or release has been issued pursuant
to section 356 of this title, and (2) such certificate or re-
lease is in effect with respect to such drug.”

Par. (I). Pub. L. 105-115, §125(b)(2)(D), struck out par.
() which read as follows: “‘If it is, or purports to be, or
is represented as a drug (except a drug for use in ani-
mals other than man) composed wholly or partly of any
kind of penicillin, streptomycin, chlortetracycline,
chloramphenicol, bacitracin, or any other antibiotic
drug, or any derivative thereof, unless (1) it is from a
batch with respect to which a certificate or release has
been issued pursuant to section 357 of this title, and (2)
such certificate or release is in effect with respect to
such drug: Provided, That this paragraph shall not
apply to any drug or class of drugs exempted by regula-
tions promulgated under section 357(c) or (d) of this
title.”

1993—Par. (e)(3). Pub. L. 103-80, §3(m)(1), substituted
“‘of such ingredient, except that’’ for ‘‘of such ingre-
dient: Provided, That’.

Par. (f). Pub. L. 103-80, §3(m)(2), substituted ‘‘users,
except that where” for ‘‘users: Provided, That where’’.

Par. (g). Pub. L. 103-80, §3(m)(3), substituted ‘‘pre-
scribed therein. The method” for ‘“‘prescribed therein:
Provided, That the method” and ‘‘Pharmacopoeia, ex-

cept that” for ‘‘Pharmacopoeia: Provided further,
That,”.
Par. (n). Pub. L. 103-80, §3(m)(4), substituted

‘¢, except that (A)” for ‘‘: Provided, That (A)”.
1992—Par. (m). Pub. L. 102-571 substituted ‘379e’’ for
376",

Par. (£)(3). Pub. L. 102-300 added cl. (3).

1978—Par. (n). Pub. L. 95-633 inserted provision relat-
ing to the construction of the Convention on Psycho-
tropic Substances.

1976—Par. (e). Pub. L. 94-295, §5(a), substituted ‘‘sub-
paragraph (3)” for ‘‘subparagraph (2)” in subpar. (1),
added subpar. (2), redesignated former subpar. (2) as (3)
and in subpar. (3) as so redesignated substituted ‘‘sub-
paragraph (1) for ‘‘this paragraph (e)”’, and added sub-
par. (4).

Par. (j). Pub. L. 94-295, §3(e)(2), substituted ‘‘dosage
or manner,” for ‘‘dosage,”.

Par. (m). Pub. L. 94-295, §9(b)(2), substituted ‘‘the in-
tended use of which is for’” for ‘‘the intended use of
which in or on drugs is for”.

Par. (0). Pub. L. 94-295, §4(b)(2), substituted *If it was
manufactured” for “If it is a drug and was manufac-
tured” and inserted ‘¢, if it was not included in a list
required by section 360(j) of this title, if a notice or
other information respecting it was not provided as re-
quired by such section or section 360(k) of this title, or
if it does not bear such symbols from the uniform sys-
tem for identification of devices prescribed under sec-
tion 360(e) of this title as the Secretary by regulation
requires’’.

Pars. (q) to (t). Pub. L. 94-295, §3(e)(1), added pars. (q)
to (b).

1970—Par. (p). Pub. L. 91-601 added par. (p).

1968—Par. (I). Pub. L. 90-399 inserted ‘‘(except a drug
for use in animals other than man)’’ after ‘‘represented
as a drug”’.
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1962—Par. (e). Pub. L. 87-781, §112(a), designated exist-
ing provisions as subpar. (1), substituted ¢, unless (A)
its label bears, to the exclusion of any other nonpropri-
etary name (except the applicable systematic chemical
name or the chemical formula), (i) the established
name (as defined in subparagraph (2) of this subsection)
of the drug, if such there be, and (ii), in case it is fab-
ricated from two or more ingredients, the established
name and quantity” for ‘‘and is not designated solely
by a name recognized in an official compendium unless
its label bears (1) the common or usual name of the
drug, if such there be; and (2), in case it is fabricated
from two or more ingredients, the common or usual
name’’, and ‘‘the established name’ for ‘‘the name’,
provided that the requirement for stating the quantity
of active ingredients, other than those specified in this
par., applies only to prescription drugs, and that the es-
tablished name of a drug on a label is to be printed
prominently and in type at least half as large as used
for any proprietary designation, and added subpar. (2)
defining ‘‘established name’’.

Par. (g). Pub. L. 87-781, §112(b), provided that if there
is an inconsistency between the provisions of this par.
and those of par. (e), as to the name of a drug, the re-
quirements of par. (e) should prevail.

Par. (I). Pub. L. 87-781, §105(c), substituted ‘‘baci-
tracin, or any other antibiotic drug’” for ‘‘or baci-
tracin.”

Par. (n). Pub. L. 87-781, §131(a), added par. (n).

Par. (0). Pub. L. 87-781, §305, added par. (0).

1960—Par. (m). Pub. L. 86-618 added par. (m).

1953—Par. (I). Act Aug. 5, 1953, substituted ‘‘chlor-
tetracycline” for ‘‘aureomycin’’.

1949—Par. (D). Act July 13, 1949, inserted
‘. aureomycin, chloramphenicol, or bacitracin’ after
“‘streptomycin’’.

1947—Par. (I). Act Mar. 10, 1947, inserted ‘‘or strepto-
mycin’’ after ‘‘penicillin’’.

1945—Par. (I). Act July 6, 1945, added par. (1).

1941—Par. (k). Act Dec. 22, 1941, added par. (k).

1939—Par. (d). Act June 29, 1939, substituted ‘‘name,
and quality or proportion’ for ‘‘name, quantity, and
percentage’’.

Statutory Notes and Related Subsidiaries
EFFECTIVE DATE OF 2018 AMENDMENT

Pub. L. 115-234, title III, §303(b), Aug. 14, 2018, 132
Stat. 2436, provided that: ‘“‘Section 502(w)(3) of the Fed-
eral Food, Drug, and Cosmetic Act [21 U.S.C. 352(w)(3)],
as added by subsection (a), shall apply beginning on
September 30, 2023.”

EFFECTIVE DATE OF 2012 AMENDMENT

Amendment by section 306 of Pub. L. 112-144 effective
Oct. 1, 2012, see section 305 of Pub. L. 112-144, set out as
an Effective and Termination Dates note under section
379j—41 of this title.

EFFECTIVE DATE OF 2007 AMENDMENT

Amendment by Pub. L. 110-85 effective 180 days after
Sept. 27, 2007, see section 909 of Pub. L. 110-85, set out
as a note under section 331 of this title.

EFFECTIVE DATE OF 2006 AMENDMENT

Pub. L. 109-462, §2(e)(1), (2), Dec. 22, 2006, 120 Stat.
3472, provided that:

‘(1) IN GENERAL.—Except as provided in paragraph (2),
the amendments made by this section [enacting section
379aa of this title and amending this section and sec-
tion 331 of this title] shall take effect 1 year after the
date of enactment of this Act [Dec. 22, 2006].

“(2) MISBRANDING.—Section 502(x) of the Federal
Food, Drug, and Cosmetic Act [21 U.S.C. 352(x)] (as
added by this section) shall apply to any nonprescrip-
tion drug (as defined in such section 502(x)) labeled on
or after the date that is 1 year after the date of enact-
ment of this Act [Dec. 22, 2006].”"

EFFECTIVE DATE OF 2002 AMENDMENT

Pub. L. 107-250, title III, §301(b), Oct. 26, 2002, 116 Stat.
1616, as amended by Pub. L. 108-214, §2(c)(1), Apr. 1, 2004,
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118 Stat. 575; Pub. L. 10943, §2(d), Aug. 1, 2005, 119 Stat.
441, provided that: ‘“Section 502(u) of the Federal Food,
Drug, and Cosmetic Act [21 U.S.C. 352(w)] (as amended
by section 2(c) of the Medical Device User Fee Sta-
bilization Act of 2005 [Pub. L. 109-43])—

‘(1) shall be effective—

““(A) with respect to devices described under para-
graph (1) of such section, 12 months after the date
of enactment of the Medical Device User Fee Sta-
bilization Act of 2005 [Aug. 1, 2005], or the date on
which the original device first bears the name of
the manufacturer of the original device, a generally
recognized abbreviation of such name, or a unique
and generally recognized symbol identifying such
manufacturer, whichever is later; and

‘(B) with respect to devices described under para-
graph (2) of such section 502(u), 12 months after
such date of enactment; and
‘“(2) shall apply only to devices reprocessed and in-

troduced or delivered for introduction in interstate

commerce after such applicable effective date.”

Pub. L. 107-250, title III, §302(a)(2), Oct. 26, 2002, 116
Stat. 1616, provided that: ‘“The amendment made by
paragraph (1) [amending this section] takes effect 15
months after the date of the enactment of this Act
[Oct. 26, 2002], and only applies to devices introduced or
delivered for introduction into interstate commerce
after such effective date.”

EFFECTIVE DATE OF 1997 AMENDMENT

Amendment by sections 114(a), 126(b), and 412(c) of
Pub. L. 105-115 effective 90 days after Nov. 21, 1997, ex-
cept as otherwise provided, see section 501 of Pub. L.
105-115, set out as a note under section 321 of this title.

EFFECTIVE DATE OF 1978 AMENDMENT

Amendment by Pub. L. 95-633 effective on date the
Convention on Psychotropic Substances enters into
force in the United States [July 15, 1980], see section 112
of Pub. L. 95-633, set out as an Effective Date note
under section 80la of this title.

EFFECTIVE DATE OF 1970 AMENDMENT

Amendment by Pub. L. 91-601 effective Dec. 30, 1970,
and regulations establishing special packaging stand-
ards effective no sooner than 180 days or later than one
yvear from date regulations are final, or an earlier date
published in Federal Register, see section 8 of Pub. L.
91-601, set out as an Effective Date note under section
1471 of Title 15, Commerce and Trade.

EFFECTIVE DATE OF 1968 AMENDMENT

Amendment by Pub. L. 90-399 effective on first day of
thirteenth calendar month after July 13, 1968, see sec-
tion 108(a) of Pub. L. 90-399, set out as an Effective Date
and Transitional Provisions note under section 360b of
this title.

EFFECTIVE DATE OF 1962 AMENDMENT

Pub. L. 87-781, title I, §112(c), Oct. 10, 1962, 76 Stat.
791, provided that: ‘“This section [amending this sec-
tion] shall take effect on the first day of the seventh
calendar month following the month in which this Act
is enacted [October 1962].”"

Pub. L. 87-781, title I, §131(b), Oct. 10, 1962, 76 Stat.
792, provided that: ‘“No drug which was being commer-
cially distributed prior to the date of enactment of this
Act [Oct. 10, 1962] shall be deemed to be misbranded
under paragraph (n) of section 502 of the Federal Food,
Drug, and Cosmetic Act [21 U.S.C. 352(n)], as added by
this section, until the earlier of the following dates: (1)
the first day of the seventh month following the month
in which this Act is enacted; or (2) the effective date of
regulations first issued under clause (3) of such para-
graph (n) in accordance with the procedure specified in
section 701(e) of the Federal Food, Drug, and Cosmetic
Act [21 U.S.C. 371(e)].”

Amendment by Pub. L. 87-781 effective on first day of
seventh calendar month following October 1962, see sec-
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tion 107 of Pub. L. 87-781, set out as a note under sec-
tion 321 of this title.

EFFECTIVE DATE OF 1960 AMENDMENT

Amendment by Pub. L. 86-618 effective July 12, 1960,
subject to the provisions of section 203 of Pub. L. 86-618,
see section 202 of Pub. L. 86-618, set out as a note under
section 379e of this title.

EFFECTIVE DATE; POSTPONEMENT

Pars. (b) and (d) to (h) effective Jan. 1, 1940, and such
paragraphs effective July 1, 1940, as provided by regula-
tions for certain lithographed labeling and containers
bearing certain labeling, see act June 23, 1939, ch. 242,
53 Stat. 853, set out as an Effective Date: Postponement
in Certain Cases note under section 301 of this title.

REGULATIONS

Pub. L. 110-85, title IX, §901(d)(3)(B), Sept. 27, 2007, 121
Stat. 940, provided that: ‘“Not later than 30 months
after the date of the enactment of the Food and Drug
Administration Amendments Act of 2007 [Sept. 27, 2007],
the Secretary of Health and Human Services shall by
regulation establish standards for determining whether
a major statement relating to side effects and contra-
indications of a drug, described in section 502(n) of the
Federal Food, Drug, and Cosmetic Act (21 U.S.C. 352(n))
(as amended by subparagraph (A)) is presented in the
manner required under such section.”

CONSTRUCTION OF 2016 AMENDMENT

Nothing in amendment by section 3044(b)(2) of Pub. L.
114-255 to be construed to restrict the prescribing of
antimicrobial drugs or other products, including drugs
approved under section 356(h) of this title, by health
care professionals, or to limit the practice of health
care, see section 3043 of Pub. L. 114-255, set out as a
note under section 356 of this title.

TRANSFER OF FUNCTIONS

For transfer of functions of Federal Security Admin-
istrator to Secretary of Health, Education, and Welfare
[now Health and Human Services], and of Food and
Drug Administration in the Department of Agriculture
to Federal Security Agency, see notes set out under
section 321 of this title.

PRESENTATION OF PRESCRIPTION DRUG BENEFIT AND
RISK INFORMATION

Pub. L. 111-148, title III, §3507, Mar. 23, 2010, 124 Stat.
530, provided that:

‘““(a) IN GENERAL.—The Secretary of Health and
Human Services (referred to in this section as the ‘Sec-
retary’), acting through the Commissioner of Food and
Drugs, shall determine whether the addition of quan-
titative summaries of the benefits and risks of pre-
scription drugs in a standardized format (such as a
table or drug facts box) to the promotional labeling or
print advertising of such drugs would improve health
care decisionmaking by clinicians and patients and
consumers.

‘““(b) REVIEW AND CONSULTATION.—In making the de-
termination under subsection (a), the Secretary shall
review all available scientific evidence and research on
decisionmaking and social and cognitive psychology
and consult with drug manufacturers, clinicians, pa-
tients and consumers, experts in health literacy, rep-
resentatives of racial and ethnic minorities, and ex-
perts in women'’s and pediatric health.

“(c) REPORT.—Not later than 1 year after the date of
enactment of this Act [Mar. 23, 2010], the Secretary
shall submit to Congress a report that provides—

‘(1) the determination by the Secretary under sub-
section (a); and

‘(2) the reasoning and analysis underlying that de-
termination.

‘(d) AUTHORITY.—If the Secretary determines under
subsection (a) that the addition of quantitative sum-
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maries of the benefits and risks of prescription drugs in
a standardized format (such as a table or drug facts
box) to the promotional labeling or print advertising of
such drugs would improve health care decisionmaking
by clinicians and patients and consumers, then the Sec-
retary, not later than 3 years after the date of submis-
sion of the report under subsection (c¢), shall promul-
gate proposed regulations as necessary to implement
such format.

‘‘(e) CLARIFICATION.—Nothing in this section shall be
construed to restrict the existing authorities of the
Secretary with respect to benefit and risk informa-
tion.”

GUIDANCE; MISBRANDED DEVICES

Pub. L. 10943, §2(c)(2), Aug. 1, 2005, 119 Stat. 441, pro-
vided that: ‘“‘Not later than 180 days after the date of
enactment of this Act [Aug. 1, 2005], the Secretary of
Health and Human Services shall issue guidance to
identify circumstances in which the name of the manu-
facturer of the original device, a generally recognized
abbreviation of such name, or a unique and generally
recognized symbol identifying such manufacturer, is
not ‘prominent and conspicuous’, as used in section
502(u) of Federal Food, Drug, and Cosmetic Act [21
U.S.C. 352(u)] (as amended by paragraph (1)).”

STUDIES

Pub. L. 110-85, title IX, §906(b), Sept. 27, 2007, 121 Stat.
950, provided that:

‘(1) IN GENERAL.—In the case of direct-to-consumer
television advertisements, the Secretary of Health and
Human Services, in consultation with the Advisory
Committee on Risk Communication under section 567
of the Federal Food, Drug, and Cosmetic Act [21 U.S.C.
360bbb-6] (as added by section 917), shall, not later than
6 months after the date of the enactment of this Act
[Sept. 27, 2007], conduct a study to determine if the
statement in section 502(n) of such Act [21 U.S.C. 352(n)]
(as added by subsection (a)) required with respect to
published direct-to-consumer advertisements is appro-
priate for inclusion in such television advertisements.

‘“(2) CONTENT.—ASs part of the study under paragraph
(1), such Secretary shall consider whether the informa-
tion in the statement described in paragraph (1) would
detract from the presentation of risk information in a
direct-to-consumer television advertisement. If such
Secretary determines the inclusion of such statement
is appropriate in direct-to-consumer television adver-
tisements, such Secretary shall issue regulations re-
quiring the implementation of such statement in di-
rect-to-consumer television advertisements, including
determining a reasonable length of time for displaying
the statement in such advertisements. The Secretary
shall report to the appropriate committees of Congress
the findings of such study and any plans to issue regu-
lations under this paragraph.”’

Pub. L. 108-173, title I, §107(f), Dec. 8, 2003, 117 Stat.
2171, directed the Secretary of Health and Human Serv-
ices to undertake a study of how to make prescription
pharmaceutical information, including drug labels and
usage instructions, accessible to blind and visually-im-
paired individuals, and to submit a report to Congress
not later than 18 months after Dec. 8, 2003.

Pub. L. 105-115, title I, §114(b), Nov. 21, 1997, 111 Stat.
2312, provided that: ‘““The Comptroller General of the
United States shall conduct a study of the implementa-
tion of the provisions added by the amendment made
by subsection (a) [amending this section]. Not later
than 4 years and 6 months after the date of enactment
of this Act [Nov. 21, 1997], the Comptroller General of
the United States shall prepare and submit to Congress
a report containing the findings of the study.”

COUNTERFEITING OF DRUGS; CONGRESSIONAL FINDINGS
AND DECLARATION OF POLICY

Pub. L. 89-74, §9(a), July 15, 1965, 79 Stat. 234, provided
that: “The Congress finds and declares that there is a
substantial traffic in counterfeit drugs simulating the
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brand or other identifying mark or device of the manu-
facturer of the genuine article; that such traffic poses
a serious hazard to the health of innocent consumers of
such drugs because of the lack of proper qualifications,
facilities, and manufacturing controls on the part of
the counterfeiter, whose operations are clandestine;
that, while such drugs are deemed misbranded within
the meaning of section 502(i) of the Federal Food, Drug,
and Cosmetic Act [21 U.S.C. 352(i)], the controls for the
suppression of the traffic in such drugs are inadequate
because of the difficulty of determining the place of
interstate origin of such drugs and, if that place is dis-
covered, the fact that the implements for counter-
feiting are not subject to seizure, and that these factors
require enactment of additional controls with respect
to such drugs without regard to their interstate or
intrastate origins.”

Provisions as effective Feb. 1, 1966, see section 11 of
Pub. L. 89-74, set out as an Effective Date of 1965
Amendment note under section 321 of this title.

§353. Exemptions and consideration for certain
drugs, devices, and biological products

(a) Regulations for goods to be processed, la-
beled, or repacked elsewhere

The Secretary is directed to promulgate regu-
lations exempting from any labeling or pack-
aging requirement of this chapter drugs and de-
vices which are, in accordance with the practice
of the trade, to be processed, labeled, or re-
packed in substantial quantities at establish-
ments other than those where originally proc-
essed or packed, on condition that such drugs
and devices are not adulterated or misbranded
under the provisions of this chapter upon re-
moval from such processing, labeling, or repack-
ing establishment.

(b) Prescription by physician; exemption from la-
beling and prescription requirements; mis-
branded drugs; compliance with narcotic
and marihuana laws

(1) A drug intended for use by man which—

(A) because of its toxicity or other poten-
tiality for harmful effect, or the method of its
use, or the collateral measures necessary to
its use, is not safe for use except under the su-
pervision of a practitioner licensed by law to
administer such drug; or

(B) is limited by an approved application
under section 355 of this title to use under the
professional supervision of a practitioner li-
censed by law to administer such drug;

shall be dispensed only (i) upon a written pre-
scription of a practitioner licensed by law to ad-
minister such drug, or (ii) upon an oral prescrip-
tion of such practitioner which is reduced
promptly to writing and filed by the pharmacist,
or (iii) by refilling any such written or oral pre-
scription if such refilling is authorized by the
prescriber either in the original prescription or
by oral order which is reduced promptly to writ-
ing and filed by the pharmacist. The act of dis-
pensing a drug contrary to the provisions of this
paragraph shall be deemed to be an act which re-
sults in the drug being misbranded while held
for sale.

(2) Any drug dispensed by filling or refilling a
written or oral prescription of a practitioner li-
censed by law to administer such drug shall be
exempt from the requirements of section 352 of
this title, except paragraphs (a), (i)(2) and (3),
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(k), and (1), and the packaging requirements of
paragraphs (g), (h), and (p), if the drug bears a
label containing the name and address of the
dispenser, the serial number and date of the pre-
scription or of its filling, the name of the pre-
scriber, and, if stated in the prescription, the
name of the patient, and the directions for use
and cautionary statements, if any, contained in
such prescription. This exemption shall not
apply to any drug dispensed in the course of the
conduct of a business of dispensing drugs pursu-
ant to diagnosis by mail, or to a drug dispensed
in violation of paragraph (1) of this subsection.

(3) The Secretary may by regulation remove
drugs subject to section 355 of this title from the
requirements of paragraph (1) of this subsection
when such requirements are not necessary for
the protection of the public health.

(4)(A) A drug that is subject to paragraph (1)
shall be deemed to be misbranded if at any time
prior to dispensing the label of the drug fails to
bear, at a minimum, the symbol “Rx only’’.

(B) A drug to which paragraph (1) does not
apply shall be deemed to be misbranded if at any
time prior to dispensing the label of the drug
bears the symbol described in subparagraph (A).

(5) Nothing in this subsection shall be con-
strued to relieve any person from any require-
ment prescribed by or under authority of law
with respect to drugs now included or which
may hereafter be included within the classifica-
tions stated in sections 4721, 6001, and 6151 of
title 26, or to marihuana as defined in section
4761 of title 26.

(c) Sales restrictions

(1) No person may sell, purchase, or trade or
offer to sell, purchase, or trade any drug sample.
For purposes of this paragraph and subsection
(d), the term ‘‘drug sample’” means a unit of a
drug, subject to subsection (b), which is not in-
tended to be sold and is intended to promote the
sale of the drug. Nothing in this paragraph shall
subject an officer or executive of a drug manu-
facturer or distributor to criminal liability sole-
ly because of a sale, purchase, trade, or offer to
sell, purchase, or trade in violation of this para-
graph by other employees of the manufacturer
or distributor.

(2) No person may sell, purchase, or trade,
offer to sell, purchase, or trade, or counterfeit
any coupon. For purposes of this paragraph, the
term ‘‘coupon’ means a form which may be re-
deemed, at no cost or at a reduced cost, for a
drug which is prescribed in accordance with sub-
section (b).

(3)(A) No person may sell, purchase, or trade,
or offer to sell, purchase, or trade, any drug—

(i) which is subject to subsection (b), and

(ii)(I) which was purchased by a public or
private hospital or other health care entity, or

(IT) which was donated or supplied at a re-
duced price to a charitable organization de-
scribed in section 501(c)(3) of title 26.

(B) Subparagraph (A) does not apply to—

(i) the purchase or other acquisition by a
hospital or other health care entity which is a
member of a group purchasing organization of
a drug for its own use from the group pur-
chasing organization or from other hospitals
or health care entities which are members of
such organization,
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(ii) the sale, purchase, or trade of a drug or
an offer to sell, purchase, or trade a drug by an
organization described in subparagraph
(A)(ii)(II) to a nonprofit affiliate of the organi-
zation to the extent otherwise permitted by
law,

(iii) a sale, purchase, or trade of a drug or an
offer to sell, purchase, or trade a drug among
hospitals or other health care entities which
are under common control,

(iv) a sale, purchase, or trade of a drug or an
offer to sell, purchase, or trade a drug for
emergency medical reasons, or

(v) a sale, purchase, or trade of a drug, an
offer to sell, purchase, or trade a drug, or the
dispensing of a drug pursuant to a prescription
executed in accordance with subsection (b).

For purposes of this paragraph, the term ‘‘enti-
ty’’ does not include a wholesale distributor of
drugs or a retail pharmacy licensed under State
law and the term ‘‘emergency medical reasons’
includes transfers of a drug between health care
entities or from a health care entity to a retail
pharmacy undertaken to alleviate temporary
shortages of the drug arising from delays in or
interruptions of regular distribution schedules.
(d) Distribution of drug samples

(1) Except as provided in paragraphs (2) and
(3), no person may distribute any drug sample.
For purposes of this subsection, the term ‘‘dis-
tribute’ does not include the providing of a drug
sample to a patient by a—

(A) practitioner licensed to prescribe such
drug,

(B) health care professional acting at the di-
rection and under the supervision of such a
practitioner, or

(C) pharmacy of a hospital or of another
health care entity that is acting at the direc-
tion of such a practitioner and that received
such sample pursuant to paragraph (2) or (3).

(2)(A) The manufacturer or authorized dis-
tributor of record of a drug subject to subsection
(b) may, in accordance with this paragraph, dis-
tribute drug samples by mail or common carrier
to practitioners licensed to prescribe such drugs
or, at the request of a licensed practitioner, to
pharmacies of hospitals or other health care en-
tities. Such a distribution of drug samples may
only be made—

(i) in response to a written request for drug
samples made on a form which meets the re-
quirements of subparagraph (B), and

(ii) under a system which requires the recipi-
ent of the drug sample to execute a written re-
ceipt for the drug sample upon its delivery and
the return of the receipt to the manufacturer
or authorized distributor of record.

(B) A written request for a drug sample re-
quired by subparagraph (A)(i) shall contain—

(i) the name, address, professional designa-
tion, and signature of the practitioner making
the request,

(ii) the identity of the drug sample requested
and the quantity requested,

(iii) the name of the manufacturer of the
drug sample requested, and

(iv) the date of the request.

(C) Each drug manufacturer or authorized dis-
tributor of record which makes distributions by
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mail or common carrier under this paragraph
shall maintain, for a period of 3 years, the re-
quest forms submitted for such distributions and
the receipts submitted for such distributions
and shall maintain a record of distributions of
drug samples which identifies the drugs distrib-
uted and the recipients of the distributions.
Forms, receipts, and records required to be
maintained under this subparagraph shall be
made available by the drug manufacturer or au-
thorized distributor of record to Federal and
State officials engaged in the regulation of
drugs and in the enforcement of laws applicable
to drugs.

(3) The manufacturer or authorized distributor
of record of a drug subject to subsection (b)
may, by means other than mail or common car-
rier, distribute drug samples only if the manu-
facturer or authorized distributor of record
makes the distributions in accordance with sub-
paragraph (A) and carries out the activities de-
scribed in subparagraphs (B) through (F) as fol-
lows:

(A) Drug samples may only be distributed—
(i) to practitioners licensed to prescribe
such drugs if they make a written request
for the drug samples, or
(ii) at the written request of such a li-
censed practitioner, to pharmacies of hos-
pitals or other health care entities.

A written request for drug samples shall be
made on a form which contains the practi-
tioner’s name, address, and professional des-
ignation, the identity of the drug sample re-
quested, the quantity of drug samples re-
quested, the name of the manufacturer or au-
thorized distributor of record of the drug sam-
ple, the date of the request and signature of
the practitioner making the request.

(B) Drug manufacturers or authorized dis-
tributors of record shall store drug samples
under conditions that will maintain their sta-
bility, integrity, and effectiveness and will as-
sure that the drug samples will be free of con-
tamination, deterioration, and adulteration.

(C) Drug manufacturers or authorized dis-
tributors of record shall conduct, at least an-
nually, a complete and accurate inventory of
all drug samples in the possession of rep-
resentatives of the manufacturer or author-
ized distributor of record. Drug manufacturers
or authorized distributors of record shall
maintain lists of the names and address of
each of their representatives who distribute
drug samples and of the sites where drug sam-
ples are stored. Drug manufacturers or author-
ized distributors of record shall maintain
records for at least 3 years of all drug samples
distributed, destroyed, or returned to the man-
ufacturer or authorized distributor of record,
of all inventories maintained under this sub-
paragraph, of all thefts or significant losses of
drug samples, and of all requests made under
subparagraph (A) for drug samples. Records
and lists maintained under this subparagraph
shall be made available by the drug manufac-
turer or authorized distributor of record to the
Secretary upon request.

(D) Drug manufacturers or authorized dis-
tributors of record shall notify the Secretary
of any significant loss of drug samples and any
known theft of drug samples.
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(E) Drug manufacturers or authorized dis-
tributors of record shall report to the Sec-
retary any conviction of their representatives
for violations of subsection (c)(1) or a State
law because of the sale, purchase, or trade of
a drug sample or the offer to sell, purchase, or
trade a drug sample.

(F) Drug manufacturers or authorized dis-
tributors of record shall provide to the Sec-
retary the name and telephone number of the
individual responsible for responding to a re-
quest for information respecting drug samples.

(4) In this subsection, the term ‘‘authorized
distributors of record’”” means those distributors
with whom a manufacturer has established an
ongoing relationship to distribute such manu-
facturer’s products.

(e) Licensing and reporting requirements for
wholesale distributors; fees; definitions

(1) REQUIREMENT.—Subject to section 360eee-2
of this title:

(A) IN GENERAL.—NO person may engage in
wholesale distribution of a drug subject to
subsection (b)(1) in any State unless such per-
son—

(i)(I) is licensed by the State from which
the drug is distributed; or

(IT) if the State from which the drug is dis-
tributed has not established a licensure re-
quirement, is licensed by the Secretary; and

(ii) if the drug is distributed interstate, is
licensed by the State into which the drug is
distributed if the State into which the drug
is distributed requires the licensure of a per-
son that distributes drugs into the State.

(B) STANDARDS.—Each Federal and State li-
cense described in subparagraph (A) shall meet
the standards, terms, and conditions estab-
lished by the Secretary under section 360eee—2
of this title.

(2) REPORTING AND DATABASE.—

(A) REPORTING.—Beginning January 1, 2015,
any person who owns or operates an establish-
ment that engages in wholesale distribution
shall—

(i) report to the Secretary, on an annual
basis pursuant to a schedule determined by
the Secretary—

(I) each State by which the person is li-
censed and the appropriate identification

number of each such license; and

(IT) the name, address, and contact infor-
mation of each facility at which, and all
trade names under which, the person con-
ducts business; and

(ii) report to the Secretary within a rea-
sonable period of time and in a reasonable
manner, as determined by the Secretary,
any significant disciplinary actions, such as
the revocation or suspension of a wholesale
distributor license, taken by a State or the
Federal Government during the reporting
period against the wholesale distributor.

(B) DATABASE.—Not later than January 1,
2015, the Secretary shall establish a database
of authorized wholesale distributors. Such
database shall—

(i) identify each authorized wholesale dis-
tributor by name, contact information, and

each State where such wholesale distributor
is appropriately licensed to engage in whole-
sale distribution;

(ii) be available to the public on the Inter-
net Web site of the Food and Drug Adminis-
tration; and

(iii) be regularly updated on a schedule de-
termined by the Secretary.

(C) COORDINATION.—The Secretary shall es-
tablish a format and procedure for appropriate
State officials to access the information pro-
vided pursuant to subparagraph (A) in a
prompt and secure manner.

(D) CONFIDENTIALITY.—Nothing in this para-
graph shall be construed as authorizing the
Secretary to disclose any information that is
a trade secret or confidential information sub-
ject to section 5562(b)(4) of title 5 or section
1905 of title 18.

(3) CosTs.—

(A) AUTHORIZED FEES OF SECRETARY.—If a
State does not establish a licensing program
for persons engaged in the wholesale distribu-
tion of a drug subject to subsection (b), the
Secretary shall license a person engaged in
wholesale distribution located in such State
and may collect a reasonable fee in such
amount necessary to reimburse the Secretary
for costs associated with establishing and ad-
ministering the licensure program and con-
ducting periodic inspections under this sec-
tion. The Secretary shall adjust fee rates as
needed on an annual basis to generate only the
amount of revenue needed to perform this
service. Fees authorized under this paragraph
shall be collected and available for obligation
only to the extent and in the amount provided
in advance in appropriations Acts. Such fees
are authorized to remain available until ex-
pended. Such sums as may be necessary may
be transferred from the Food and Drug Admin-
istration salaries and expenses appropriation
account without fiscal year limitation to such
appropriation account for salaries and ex-
penses with such fiscal year limitation.

(B) STATE LICENSING FEES.—Nothing in this
chapter shall prohibit States from collecting
fees from wholesale distributors in connection
with State licensing of such distributors.

(4) For the purposes of this subsection and sub-
section (d), the term ‘‘wholesale distribution”
means the distribution of a drug subject to sub-
section (b) to a person other than a consumer or
patient, or receipt of a drug subject to sub-
section (b) by a person other than the consumer
or patient, but does not include—

(A) intracompany distribution of any drug
between members of an affiliate or within a
manufacturer;

(B) the distribution of a drug, or an offer to
distribute a drug among hospitals or other
health care entities which are under common
control;

(C) the distribution of a drug or an offer to
distribute a drug for emergency medical rea-
sons, including a public health emergency dec-
laration pursuant to section 319 of the Public
Health Service Act [42 U.S.C. 247d], except
that, for purposes of this paragraph, a drug
shortage not caused by a public health emer-
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gency shall not constitute an emergency med-
ical reason;

(D) the dispensing of a drug pursuant to a
prescription executed in accordance with sub-
section (b)(1);

(E) the distribution of minimal quantities of
drug by a licensed retail pharmacy to a li-
censed practitioner for office use;

(F') the distribution of a drug or an offer to
distribute a drug by a charitable organization
to a nonprofit affiliate of the organization to
the extent otherwise permitted by law;

(G) the purchase or other acquisition by a
dispenser, hospital, or other health care entity
of a drug for use by such dispenser, hospital,
or other health care entity;

(H) the distribution of a drug by the manu-
facturer of such drug;

(I) the receipt or transfer of a drug by an au-
thorized third-party logistics provider pro-
vided that such third-party logistics provider
does not take ownership of the drug;

(J) a common carrier that transports a drug,
provided that the common carrier does not
take ownership of the drug;

(K) the distribution of a drug, or an offer to
distribute a drug by an authorized repackager
that has taken ownership or possession of the
drug and repacks it in accordance with section
360eee—1(e) of this title;

(L) salable drug returns when conducted by
a dispenser;

(M) the distribution of a collection of fin-
ished medical devices, which may include a
product or biological product, assembled in kit
form strictly for the convenience of the pur-
chaser or user (referred to in this subpara-
graph as a ‘‘medical convenience Kit”’) if—

(i) the medical convenience Kit is assem-
bled in an establishment that is registered
with the Food and Drug Administration as a
device manufacturer in accordance with sec-
tion 360(b)(2) of this title;

(ii) the medical convenience kit does not
contain a controlled substance that appears
in a schedule contained in the Comprehen-
sive Drug Abuse Prevention and Control Act
of 1970 [21 U.S.C. 801 et seq.];

(iii) in the case of a medical convenience
kit that includes a product, the person that
manufacturers the kit—

(I) purchased such product directly from
the pharmaceutical manufacturer or from

a wholesale distributor that purchased the

product directly from the pharmaceutical

manufacturer; and

(IT) does not alter the primary container
or label of the product as purchased from
the manufacturer or wholesale distributor;
and

(iv) in the case of a medical convenience
kit that includes a product, the product is—
(I) an intravenous solution intended for
the replenishment of fluids and electro-
lytes;

(IT) a product intended to maintain the
equilibrium of water and minerals in the
body;

(ITI) a product intended for irrigation or
reconstitution;

(IV) an anesthetic;
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(V) an anticoagulant;
(VI) a vasopressor; or
(VII) a sympathomimetic;

(N) the distribution of an intravenous drug
that, by its formulation, is intended for the re-
plenishment of fluids and electrolytes (such as
sodium, chloride, and potassium) or calories
(such as dextrose and amino acids);

(O) the distribution of an intravenous drug
used to maintain the equilibrium of water and
minerals in the body, such as dialysis solu-
tions;

(P) the distribution of a drug that is in-
tended for irrigation, or sterile water, whether
intended for such purposes or for injection;

(Q) the distribution of medical gas, as de-
fined in section 360ddd of this title;

(R) facilitating the distribution of a product
by providing solely administrative services,
including processing of orders and payments;
or

(S) the transfer of a product by a hospital or
other health care entity, or by a wholesale dis-
tributor or manufacturer operating at the di-
rection of the hospital or other health care en-
tity, to a repackager described in section
360eee(16)(B) of this title and registered under
section 360 of this title for the purpose of re-
packaging the drug for use by that hospital, or
other health care entity and other health care
entities that are under common control, if
ownership of the drug remains with the hos-
pital or other health care entity at all times.

(6) THIRD-PARTY LOGISTICS PROVIDERS.—NoOt-
withstanding paragraphs (1) through (4), each
entity that meets the definition of a third-party
logistics provider under section 360eee(22) of this
title shall obtain a license as a third-party logis-
tics provider as described in section 360eee-3(a)
of this title and is not required to obtain a li-
cense as a wholesale distributor if the entity
never assumes an ownership interest in the
product it handles.

(6) AFFILIATE.—For purposes of this sub-
section, the term ‘‘affiliate’” means a business
entity that has a relationship with a second
business entity if, directly or indirectly—

(A) one business entity controls, or has the
power to control, the other business entity; or
(B) a third party controls, or has the power
to control, both of the business entities.
(f) Veterinary prescription drugs

(I1)(A) A drug intended for use by animals
other than man, other than a veterinary feed di-
rective drug intended for use in animal feed or
an animal feed bearing or containing a veteri-
nary feed directive drug, which—

(i) because of its toxicity or other poten-
tiality for harmful effect, or the method of its
use, or the collateral measures necessary for
its use, is not safe for animal use except under
the professional supervision of a licensed vet-
erinarian, or

(ii) is limited by an approved application
under subsection (b) of section 360b of this
title, a conditionally-approved application
under section 360ccc of this title, or an index
listing under section 360ccc-1 of this title to
use under the professional supervision of a li-
censed veterinarian,
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shall be dispensed only by or upon the lawful
written or oral order of a licensed veterinarian
in the course of the veterinarian’s professional
practice.

(B) For purposes of subparagraph (A), an order
is lawful if the order—

(i) is a prescription or other order authorized
by law,

(ii) is, if an oral order, promptly reduced to
writing by the person lawfully filling the
order, and filed by that person, and

(iii) is refilled only if authorized in the origi-
nal order or in a subsequent oral order
promptly reduced to writing by the person
lawfully filling the order, and filed by that
person.

(C) The act of dispensing a drug contrary to
the provisions of this paragraph shall be deemed
to be an act which results in the drug being mis-
branded while held for sale.

(2) Any drug when dispensed in accordance
with paragraph (1) of this subsection—

(A) shall be exempt from the requirements of
section 352 of this title, except subsections (a),
(2), (h), (1)(2), (1)(3), and (p) of such section, and

(B) shall be exempt from the packaging re-
quirements of subsections (g), (h), and (p) of
such section, if—

(i) when dispensed by a licensed veteri-
narian, the drug bears a label containing the
name and address of the practitioner and
any directions for use and cautionary state-
ments specified by the practitioner, or

(ii) when dispensed by filling the lawful
order of a licensed veterinarian, the drug
bears a label containing the name and ad-
dress of the dispenser, the serial number and
date of the order or of its filling, the name
of the licensed veterinarian, and the direc-
tions for use and cautionary statements, if
any, contained in such order.

The preceding sentence shall not apply to any
drug dispensed in the course of the conduct of a
business of dispensing drugs pursuant to diag-
nosis by mail.

(3) The Secretary may by regulation exempt
drugs for animals other than man subject to sec-
tion 360b, 360ccc, or 360ccc-1 of this title from
the requirements of paragraph (1) when such re-
quirements are not necessary for the protection
of the public health.

(4) A drug which is subject to paragraph (1)
shall be deemed to be misbranded if at any time
prior to dispensing its label fails to bear the
statement ‘‘Caution: Federal law restricts this
drug to use by or on the order of a licensed vet-
erinarian.”’. A drug to which paragraph (1) does
not apply shall be deemed to be misbranded if at
any time prior to dispensing its label bears the
statement specified in the preceding sentence.
(g) Regulation of combination products

(1)(A) The Secretary shall, in accordance with
this subsection, assign a primary agency center
to regulate products that constitute a combina-
tion of a drug, device, or biological product.

(B) The Secretary shall conduct the premarket
review of any combination product under a sin-
gle application, whenever appropriate.

(C) For purposes of this subsection, the term
“primary mode of action” means the single
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mode of action of a combination product ex-
pected to make the greatest contribution to the
overall intended therapeutic effects of the com-
bination product.

(D) The Secretary shall determine the primary
mode of action of the combination product. If
the Secretary determines that the primary
mode of action is that of—

(i) a drug (other than a biological product),
the agency center charged with premarket re-
view of drugs shall have primary jurisdiction;

(ii) a device, the agency center charged with
premarket review of devices shall have pri-
mary jurisdiction; or

(iii) a biological product, the agency center
charged with premarket review of biological
products shall have primary jurisdiction.

(E) In determining the primary mode of action
of a combination product, the Secretary shall
not determine that the primary mode of action
is that of a drug or biological product solely be-
cause the combination product has any chemical
action within or on the human body.

(F) If a sponsor of a combination product dis-
agrees with the determination under subpara-
graph (D)—

(i) such sponsor may request, and the Sec-
retary shall provide, a substantive rationale
to such sponsor that references scientific evi-
dence provided by the sponsor and any other
scientific evidence relied upon by the Sec-
retary to support such determination; and

(ii)(I) the sponsor of the combination prod-
uct may propose one or more studies (which
may be nonclinical, clinical, or both) to estab-
lish the relevance, if any, of the chemical ac-
tion in achieving the primary mode of action
of such product;

(IT) if the sponsor proposes any such studies,
the Secretary and the sponsor of such product
shall collaborate and seek to reach agreement,
within a reasonable time of such proposal, not
to exceed 90 calendar days, on the design of
such studies; and

(ITI) if an agreement is reached under sub-
clause (II) and the sponsor conducts one or
more of such studies, the Secretary shall con-
sider the data resulting from any such study
when reevaluating the determination of the
primary mode of action of such product, and
unless and until such reevaluation has oc-
curred and the Secretary issues a new deter-
mination, the determination of the Secretary
under subparagraph (D) shall remain in effect.

(2)(A)1(i) To establish clarity and certainty
for the sponsor, the sponsor of a combination
product may request a meeting on such com-
bination product. If the Secretary concludes
that a determination of the primary mode of ac-
tion pursuant to paragraph (1)(D) is necessary,
the sponsor may request such meeting only after
the Secretary makes such determination. If the
sponsor submits a written meeting request, the
Secretary shall, not later than 75 calendar days
after receiving such request, meet with the
sponsor of such combination product.

(ii) A meeting under clause (i) may—

(I) address the standards and requirements
for market approval or clearance of the com-
bination product;
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(IT) address other issues relevant to such
combination product, such as requirements re-
lated to postmarket modification of such com-
bination product and good manufacturing
practices applicable to such combination prod-
uct; and

(ITIT) identify elements under subclauses (I)
and (IT) that may be more appropriate for dis-
cussion and agreement with the Secretary at a
later date given that scientific or other infor-
mation is not available, or agreement is other-
wise not feasible regarding such elements, at
the time a request for such meeting is made.

(iii) Any agreement under this subparagraph
shall be in writing and made part of the admin-
istrative record by the Secretary.

(iv) Any such agreement shall remain in ef-
fect, except—

(I) upon the written agreement of the Sec-
retary and the sponsor or applicant; or

(IT) pursuant to a decision by the director of

the reviewing division of the primary agency
center, or a person more senior than such di-
rector, in consultation with consulting centers
and the Office, as appropriate, that an issue
essential to determining whether the standard
for market clearance or other applicable
standard under this chapter or the Public
Health Service Act [42 U.S.C. 201 et seq.] appli-
cable to the combination product has been
identified since the agreement was reached, or
that deviating from the agreement is other-
wise justifiable based on scientific evidence,
for public health reasons.

(3) For purposes of conducting the premarket
review of a combination product that contains
an approved constituent part described in para-
graph (4), the Secretary may require that the
sponsor of such combination product submit to
the Secretary only data or information that the
Secretary determines is necessary to meet the
standard for clearance or approval, as applica-
ble, under this chapter or the Public Health
Service Act, including any incremental risks
and benefits posed by such combination product,
using a risk-based approach and taking into ac-
count any prior finding of safety and effective-
ness or substantial equivalence for the approved
constituent part relied upon by the applicant in
accordance with paragraph (5).

(4) For purposes of paragraph (3), an approved
constituent part is—

(A) a drug constituent part of a combination
product being reviewed in a single application
or request under section 360e, 360(k), or
360c(f)(2) of this title (submitted in accordance
with paragraph (5)), that is an approved drug,
provided such application or request complies
with paragraph (5);

(B) a device constituent part approved under
section 360e of this title that is referenced by
the sponsor and that is available for use by the
Secretary under section 360j(h)(4) of this title;
or

(C) any constituent part that was previously
approved, cleared, or classified under section
355, 360(k), 360c(f)(2), or 360e of this title for
which the sponsor has a right of reference or
any constituent part that is a nonprescription
drug, as defined in section 379aa(a)(2) of this
title.
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(5)(A) If an application is submitted under sec-
tion 360e or 360(k) of this title or a request is
submitted under section 360c(f)(2) of this title,
consistent with any determination made under
paragraph (1)(D), for a combination product con-
taining as a constituent part an approved drug—

(i) the application or request shall include
the certification or statement described in
section 355(b)(2) of this title; and

(ii) the applicant or requester shall provide
notice as described in section 355(b)(3) of this
title.

(B) For purposes of this paragraph and para-
graph (4), the term ‘‘approved drug’” means an
active ingredient—

(i) that was in an application previously ap-
proved under section 355(c) of this title;

(ii) where such application is relied upon by
the applicant submitting the application or re-
quest described in subparagraph (A);

(iii) for which full reports of investigations
that have been made to show whether such
drug is safe for use and whether such drug is
effective in use were not conducted by or for
the applicant submitting the application or re-
quest described in subparagraph (A); and

(iv) for which the applicant submitting the
application or request described in subpara-
graph (A) has not obtained a right of reference
or use from the person by or for whom the in-
vestigations described in clause (iii) were con-
ducted.

(C) The following provisions shall apply with
respect to an application or request described in
subparagraph (A) to the same extent and in the
same manner as if such application or request
were an application described in section 355(b)(2)
of this title that referenced the approved drug:

(i) Subparagraphs (A), (B), (C), and (D) of
section 355(c)(3) of this title.

(ii) Clauses (ii), (iii), and (iv) of section
3556(c)(3)(E) of this title.

(iii) Subsections (b) and (c) of section 355a of
this title.

(iv) Section 355f(a) of this title.

(v) Section 360cc(a) of this title.

(D) Notwithstanding any other provision of
this subsection, an application or request for
classification for a combination product de-
scribed in subparagraph (A) shall be considered
an application submitted under section 355(b)(2)
of this title for purposes of section 271(e)(2)(A) of
title 35.

(6) Nothing in this subsection shall be con-
strued as prohibiting a sponsor from submitting
separate applications for the constituent parts
of a combination product, unless the Secretary
determines that a single application is nec-
essary.

(7) Nothing in this subsection shall prevent
the Secretary from using any agency resources
of the Food and Drug Administration necessary
to ensure adequate review of the safety, effec-
tiveness, or substantial equivalence of an arti-
cle.

(8)(A) Not later than 60 days after October 26,
2002, the Secretary shall establish within the Of-
fice of the Commissioner of Food and Drugs an
office to ensure the prompt assignment of com-
bination products to agency centers, the timely
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and effective premarket review of such products,
and consistent and appropriate postmarket reg-
ulation of like products subject to the same
statutory requirements to the extent permitted
by law. Additionally, the office shall, in deter-
mining whether a product is to be designated a
combination product, consult with the compo-
nent within the Office of the Commissioner of
Food and Drugs that is responsible for such de-
terminations. Such office (referred to in this
paragraph as the ‘‘Office’’) shall have appro-
priate scientific and medical expertise, and shall
be headed by a director.

(B) In carrying out this subsection, the Office
shall, for each combination product, promptly
assign an agency center with primary jurisdic-
tion in accordance with paragraph (1) for the
premarket review of such product.

(C)({) In carrying out this subsection, the Of-
fice shall help to ensure timely and effective
premarket review that involves more than one
agency center by coordinating such reviews,
overseeing the timeliness of such reviews, and
overseeing the alignment of feedback regarding
such reviews.

(ii) In order to ensure the timeliness and
alignment of the premarket review of a com-
bination product, the agency center with pri-
mary jurisdiction for the product, and the con-
sulting agency center, shall be responsible to
the Office with respect to the timeliness and
alignment of the premarket review.

(iii) The Office shall ensure that, with respect
to a combination product, a designated person
or persons in the primary agency center is the
primary point or points of contact for the spon-
sor of such combination product. The Office
shall also coordinate communications to and
from any consulting center involved in such pre-
market review, if requested by such primary
agency center or any such consulting center.
Agency communications and commitments, to
the extent consistent with other provisions of
law and the requirements of all affected agency
centers, from the primary agency center shall be
considered as communication from the Sec-
retary on behalf of all agency centers involved
in the review.

(iv) The Office shall, with respect to the pre-
market review of a combination product—

(I) ensure that any meeting between the Sec-
retary and the sponsor of such product is at-
tended by each agency center involved in the
review, as appropriate;

(IT) ensure that each consulting agency cen-
ter has completed its premarket review and
provided the results of such review to the pri-
mary agency center in a timely manner; and

(ITI) ensure that each consulting center fol-
lows the guidance described in clause (vi) and
advises, as appropriate, on other relevant reg-
ulations, guidances, and policies.

(v) In seeking agency action with respect to a
combination product, the sponsor of such prod-
uct—

(I) shall identify the product as a combina-
tion product; and

(IT) may request in writing the participation
of representatives of the Office in meetings re-
lated to such combination product, or to have
the Office otherwise engage on such regu-
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latory matters concerning the combination
product.

(vi) Not later than 4 years after December 13,
2016, and after a public comment period of not
less than 60 calendar days, the Secretary shall
issue a final guidance that describes—

(I) the structured process for managing pre-
submission interactions with sponsors devel-
oping combination products;

(IT) the best practices for ensuring that the
feedback in such pre-submission interactions
represents the Agency’s best advice based on
the information provided during such pre-sub-
mission interactions; 2

(ITI) the information that is required to be
submitted with a meeting request under para-
graph (2), how such meetings relate to other
types of meetings in the Food and Drug Ad-
ministration, and the form and content of any
agreement reached through a meeting under
such paragraph (2);3

(D) In carrying out this subsection, the Office
shall ensure the consistency and appropriate-
ness of postmarket regulation of like products
subject to the same statutory requirements to
the extent permitted by law.

(E)(i) Any dispute regarding the timeliness of
the premarket review of a combination product
may be presented to the Office for resolution,
unless the dispute is clearly premature.

(ii) During the review process, any dispute re-
garding the substance of the premarket review
may be presented to the Commissioner of Food
and Drugs after first being considered by the
agency center with primary jurisdiction of the
premarket review, under the scientific dispute
resolution procedures for such center. The Com-
missioner of Food and Drugs shall consult with
the Director of the Office in resolving the sub-
stantive dispute.

(F) The Secretary, acting through the Office,
shall review each agreement, guidance, or prac-
tice of the Secretary that is specific to the as-
signment of combination products to agency
centers and shall determine whether the agree-
ment, guidance, or practice is consistent with
the requirements of this subsection. In carrying
out such review, the Secretary shall consult
with stakeholders and the directors of the agen-
cy centers. After such consultation, the Sec-
retary shall determine whether to continue in
effect, modify, revise, or eliminate such agree-
ment, guidance, or practice, and shall publish in
the Federal Register a notice of the availability
of such modified or revised agreement, guidance
or practice. Nothing in this paragraph shall be
construed as preventing the Secretary from fol-
lowing each agreement, guidance, or practice
until continued, modified, revised, or elimi-
nated.

(G) Not later than one year after October 26,
2002 (except with respect to clause (iv), begin-
ning not later than one year after December 13,
2016), and annually thereafter, the Secretary
shall report to the appropriate committees of
Congress on the activities and impact of the Of-
fice. The report shall include provisions—
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(i) describing the numbers and types of com-
bination products under review and the timeli-
ness in days of such assignments, reviews, and
dispute resolutions;

(ii) identifying the number of premarket re-
views of such products that involved a con-
sulting agency center;

(iii) describing improvements in the consist-
ency of postmarket regulation of combination
products; and

(iv) identifying the percentage of combina-
tion products for which a dispute resolution,
with respect to premarket review, was re-
quested by the combination product’s sponsor.

(H) Nothing in this paragraph shall be con-
strued to limit the regulatory authority of any
agency center.

(9) As used in this subsection:

(A) The term ‘‘agency center’” means a cen-
ter or alternative organizational component of
the Food and Drug Administration.

(B) The term ‘‘biological product’ has the
meaning given the term in section 351(i) of the
Public Health Service Act (42 U.S.C. 262(i)).

(C) The term ‘‘market clearance’ includes—

(i) approval of an application under section
355, 357,4 360e, or 360j(g) of this title;

(ii) a finding of substantial equivalence
under this part;

(iii) approval of a biologics license applica-
tion under subsection (a) of section 351 of the
Public Health Service Act (42 U.S.C. 262);
and

(iv) de novo classification under section
360c(a)(1) of this title.

(D) The terms ‘‘premarket review’” and ‘‘re-
views’ include all activities of the Food and
Drug Administration conducted prior to ap-
proval or clearance of an application, notifica-
tion, or request for classification submitted
under section 355, 360(k), 360c(f)(2), 360e, or 360j
of this title or under section 351 of the Public
Health Service Act [42 U.S.C. 262], including
with respect to investigational use of the
product.
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Stat. 550; Pub. L. 102-300, §6(d), June 16, 1992, 106
Stat. 240; Pub. L. 102-353, §§2(a)-(c), 4, Aug. 26,
1992, 106 Stat. 941, 942; Pub. L. 104-250, §5(a), Oct.
9, 1996, 110 Stat. 31565; Pub. L. 105-115, title I,
§§123(e), 126(a), (c)(1), (2), Nov. 21, 1997, 111 Stat.
2324, 2327, 2328; Pub. L. 107-250, title II, §204, Oct.
26, 2002, 116 Stat. 1611; Pub. L. 108-282, title I,
§102(b)(5)(F), Aug. 2, 2004, 118 Stat. 903; Pub. L.
113-54, title II, §204(a)(1)-(4), (b), Nov. 27, 2013, 127
Stat. 630-635; Pub. L. 114-255, div. A, title III,
§3038(a), Dec. 13, 2016, 130 Stat. 1105.)

4See References in Text note below.
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Editorial Notes
REFERENCES IN TEXT

The Comprehensive Drug Abuse Prevention and Con-
trol Act of 1970, referred to in subsec. (e)(4)(M)(i), is
Pub. L. 91-5183, Oct. 27, 1970, 84 Stat. 1236, which is clas-
sified principally to chapter 13 (§801 et seq.) of this
title. For complete classification of this Act to the
Code, see Short Title note set out under section 801 of
this title and Tables.

The Public Health Service Act, referred to in subsec.
(2)(2)(A)(AV)AD), (3), is act July 1, 1944, ch. 373, 58 Stat.
682, which is classified generally to chapter 6A (§201 et
seq.) of Title 42, The Public Health and Welfare. For
complete classification of this Act to the Code, see
Short Title note set out under section 201 of Title 42
and Tables.

Section 357 of this title, referred to in subsec.
(2)(9)(C)(1), was repealed by Pub. L. 105-115, title I,
§125(b)(1), Nov. 21, 1997, 111 Stat. 2325.

CODIFICATION

In subsec. (b)(5), ‘‘sections 4721, 6001, and 6151 of title
26" and ‘‘section 4761 of title 26 substituted for ‘‘sec-
tion 3220 of the Internal Revenue Code (26 U.S.C. 3220)”
and ‘‘section 3238(b) of the Internal Revenue Code (26
U.S.C. 3238(b))”’, respectively, on authority of section
7852(b) of Title 26, Internal Revenue Code.

AMENDMENTS

2016—Subsec. (g)(1). Pub. L. 114-255, §3038(a)(4), added
par. (1) and struck out former par. (1) which read as fol-
lows: ““The Secretary shall in accordance with this sub-
section assign an agency center to regulate products
that constitute a combination of a drug, device, or bio-
logical product. The Secretary shall determine the pri-
mary mode of action of the combination product. If the
Secretary determines that the primary mode of action
is that of—

‘“(A) a drug (other than a biological product), the
agency center charged with premarket review of
drugs shall have primary jurisdiction,

‘“(B) a device, the agency center charged with pre-
market review of devices shall have primary jurisdic-
tion, or

“(C) a Dbiological product, the agency center
charged with premarket review of biological products
shall have primary jurisdiction.”’

Subsec. (2)(2). Pub. L. 114-255, §3038(a)(4), added par.
(2). Former par. (2) redesignated (7).

Subsec. (g)(3). Pub. L. 114-255, §3038(a)(1), (4), added
par. (3) and struck out former par. (3) which read as fol-
lows: ‘“The Secretary shall promulgate regulations to
implement market clearance procedures in accordance
with paragraphs (1) and (2) not later than 1 year after
November 28, 1990.”

Subsec. (g)(4) to (6). Pub. L. 114-255, §3038(a)(4), added
pars. (4) to (6). Former pars. (4) and (5) redesignated (8)
and (9), respectively.

Subsec. (g)(7). Pub. L. 114-255, §3038(a)(2), redesig-
nated par. (2) as (7).

Subsec. (g)(8). Pub. L. 114-255, §3038(a)(3), redesig-
nated par. (4) as (8).

Subsec. (2)(8)(C)(1). Pub. L. 114-255, §3038(a)(5)(A){),
amended cl. (i) generally. Prior to amendment, cl. (i)
read as follows: “In carrying out this subsection, the
Office shall ensure timely and effective premarket re-
views by overseeing the timeliness of and coordinating
reviews involving more than one agency center.”’

Subsec. (2)(8)(C)(ii). Pub. L. 114-255, §3038(a)(5)(A)(ii),
inserted ‘‘and alignment’ after ‘‘the timeliness’’ in two
places.

Subsec. (g)(8)(C)@ii) to (vi). Pub. L.
§3038(a)(5)(A)(iii), added cls. (iii) to (vi).

Subsec. (2)(8)(G). Pub. L. 114-255, §3038(a)(5)(B)(i), in-
serted ‘‘(except with respect to clause (iv), beginning
not later than one year after December 13, 2016)"° after
‘‘October 26, 2002 in introductory provisions.

Subsec. (2)(B)(G)H(v). Pub. L.
§3038(a)(5)(B)(ii)—(iv), added cl. (iv).

114-255,

114-255,
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Subsec. (g)(9). Pub. L. 114-255, §3038(a)(3), redesig-
nated par. (5) as (9).

Subsec. (2)(9)(C). Pub. L. 114-255, §3038(a)(6)(A), sub-
stituted semicolon for comma at end of cl. (i), semi-
colon for ‘‘, and” at end of cl. (ii), and ‘‘; and” for pe-
riod at end of cl. (iii), and added cl. (iv).

Subsec. (2)(9)(D). Pub. L. 114-255, §3038(a)(6)(B), added

subpar. (D).
2013—Subsec. (d)(4). Pub. L. 113-54, §204(b), added par.
(C))

Subsec. (e). Pub. L. 113-54, §204(a)(1)-(4), added pars.
(1) to (6) and struck out former pars. (1) to (3). Prior to
amendment, pars. (1) to (3) set out certain disclosure
and licensing requirements for wholesale distributors

and defined ‘‘authorized distributors of record” and
“wholesale distribution”.
2004—Subsec. (O DA){ED). Pub. L. 108-282,

§102(b)(5)(F)(i), substituted ‘360b of this title, a condi-
tionally-approved application under section 360ccc of
this title, or an index listing under section 360ccc-1 of
this title” for ‘‘360b of this title”.

Subsec. (£)(3). Pub. L. 108-282, §102(b)(5)(F)(ii), sub-
stituted ‘‘section 360b, 360ccc, or 360ccc-1"" for ‘‘section
360b°°.

2002—Subsec. (g)(1). Pub. L. 107-250, §204(1)(A), sub-
stituted ‘‘shall in accordance with this subsection as-
sign an agency center’” for ‘‘shall designate a compo-
nent of the Food and Drug Administration” in first
sentence of introductory provisions.

Subsec. (g)(1)(A) to (C). Pub. L. 107-250, §204(1)(B),
substituted ‘‘the agency center charged’ for ‘‘the per-
sons charged’’.

Subsec. (g)(4). Pub. L. 107-250, §204(3), added par. (4).
Former par. (4) redesignated (5).

Subsec. (g)(5). Pub. L. 107-250, §204(2), (4), redesig-
nated par. (4) as (5), added subpar. (A), and redesignated
former subpars. (A) and (B) as (B) and (C), respectively.

1997—Subsec. (b)(1)(A) to (C). Pub. L. 105-115,
§126(c)(1), redesignated subpars. (B) and (C) as (A) and
(B), respectively, and struck out former subpar. (A),
which read as follows: ‘‘is a habit-forming drug to
which section 352(d) of this title applies; or’’.

Subsec. (b)(3). Pub. L. 105-115, §126(c)(2), struck out
reference to section 352(d) of this title before ‘‘355”".

Subsec. (b)(4). Pub. L. 105-115, §126(a), amended par.
(4) generally. Prior to amendment, par. (4) read as fol-
lows: ‘A drug which is subject to paragraph (1) of this
subsection shall be deemed to be misbranded if at any
time prior to dispensing its label fails to bear the state-
ment ‘Caution: Federal law prohibits dispensing with-
out prescription’. A drug to which paragraph (1) of this
subsection does not apply shall be deemed to be mis-
branded if at any time prior to dispensing its label
bears the caution statement quoted in the preceding
sentence.”

Subsec. (g)(4)(A). Pub. L. 105-115, §123(e)(1),
stituted ‘‘section 351(i)” for ‘‘section 351(a)”
¢262(i)” for *“262(a)”.

Subsec. (2)(H)(B)(iii). Pub. L. 105-115, §123(e)(2), sub-
stituted ‘‘biologics license application under subsection
(a)” for ‘“‘product or establishment license under sub-
section (a) or (d)”.

1996—Subsec. (£)(1)(A). Pub. L. 104250 inserted
‘“, other than a veterinary feed directive drug intended
for use in animal feed or an animal feed bearing or con-
taining a veterinary feed directive drug,” after ‘‘other
than man” in introductory provisions.

1992—Subsec. (d)(1). Pub. L. 102-353, §4(1), amended
par. (1) generally. Prior to amendment, par. (1) read as
follows: ‘“‘Except as provided in paragraphs (2) and (3),
no representative of a drug manufacturer or distributor
may distribute any drug sample.”’

Subsec. (d)(2). Pub. L. 102-353, §4(2), substituted ‘‘au-
thorized distributor of record” for ‘‘distributor’ wher-
ever appearing.

Subsec. (d)(3). Pub. L. 102-353, §4(2), substituted ‘‘au-
thorized distributor of record” for ‘‘distributor’ and
‘‘authorized distributors of record’” for ‘‘distributors”
wherever appearing.

Subsec. (e)(1). Pub. L. 102-353, §4(3), amended par. (1)
generally. Prior to amendment, par. (1) read as follows:

sub-
and
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‘‘Each person who is engaged in the wholesale distribu-
tion of drugs subject to subsection (b) of this section
and who is not an authorized distributor of record of
such drugs shall provide to each wholesale distributor
of such drugs a statement identifying each sale of the
drug (including the date of the sale) before the sale to
such wholesale distributor. Each manufacturer shall
maintain at its corporate offices a current list of such
authorized distributors.”

Subsec. (e)(2)(A). Pub. L. 102-353, §2(a), (d), tempo-
rarily inserted ‘‘or has registered with the Secretary in
accordance with paragraph (3)’. See Termination Date
of 1992 Amendment note below.

Subsec. (e)(3). Pub. L. 102-353, §2(b), (d), temporarily
added par. (3). Former par. (3) redesignated (4). See Ter-
mination Date of 1992 Amendment note below.

Subsec. (e)(4). Pub. L. 102-353, §4(4), inserted ‘‘and
subsection (d) of this section’ after ‘‘For the purposes
of this subsection”.

Pub. L. 102-353, §2(b), (d), temporarily redesignated
par. (3) as (4). See Termination Date of 1992 Amendment
note below.

Subsec. (f)(1)(B). Pub. L. 102-353, §2(c), which directed
the substitution of ‘‘an order” for ‘“‘and order’’, could
not be executed because ‘‘and order’’ did not appear in
subpar. (B).

Subsec. (2)(3). Pub. L. 102-300 substituted ‘‘clearance’’
for ‘‘approval’’.

1991—Subsec. (c). Pub. L. 102-108, §2(d)(3), redesig-
nated subsec. (c), relating to veterinary prescription
drugs, as (f). Former subsec. (f) redesignated (g).

Subsec. (¢)(2), (3)(B)(v). Pub. L. 102-108, §2(d)(1), made
technical amendment to reference to subsection (b) of
this section involving corresponding provision of origi-
nal act.

Subsec. (A)(3)(E). Pub. L. 102-108, §2(d)(2), made tech-
nical amendment to reference to subsection (c)(1) of
this section involving corresponding provision of origi-
nal act.

Subsec. (f). Pub. L. 102-108, §2(d)(4), redesignated sub-
sec. (f), relating to regulation of combination products,
as (g).

Pub. L. 102-108, §2(d)(3), redesignated subsec. (c¢), re-
lating to veterinary prescription drugs, as (f).

Subsec. (g). Pub. L. 102-108, §2(d)(4), redesignated sub-
sec. (f), relating to regulation of combination products,
as (g).
1990—Pub. L. 101-629, §16(a)(1), substituted ‘“Exemp-
tions and consideration for certain drugs, devices, and
biological products’ for ‘‘Exemptions in case of drugs
and devices’ in section catchline.

Subsec. (f). Pub. L. 101-629, §16(a)(2), added subsec. (f).

1988—Subsec. (¢). Pub. L. 100-670 added subsec. (¢) re-
lating to veterinary prescription drugs.

Pub. L. 100-293, §4, added subsec. (c) relating to sales
restrictions.

Subsec. (d). Pub. L. 100-293, § 5, added subsec. (d).

Subsec. (e). Pub. L. 100-293, §6, added subsec. (e).

1970—Subsec. (b)(2). Pub. L. 91-601 included exemption
from packaging requirements of subsec. (p) of section
352 of this title.

1962—Subsec. (b)(1)(C). Pub. L. 87-781 substituted ‘‘ap-
proved”’ for ‘‘effective’’.

1951—Subsec. (b). Act Oct. 26, 1951, amended subsec.
(b) generally to protect the public from abuses in the
sale of potent prescription drugs, and to relieve retail
pharmacists and the public from unnecessary restric-
tions on the dispensation of drugs that are safe to use
without supervision of a doctor.

Statutory Notes and Related Subsidiaries
EFFECTIVE DATE OF 2013 AMENDMENT

Pub. L. 113-54, title II, §204(c), Nov. 27, 2013, 127 Stat.
636, provided that: ‘“The amendments made by sub-
sections (a) and (b) [enacting section 360eee-2 of this
title and amending this section] shall take effect on
January 1, 2015.”

EFFECTIVE DATE OF 1997 AMENDMENT

Amendment by Pub. L. 105-115 effective 90 days after
Nov. 21, 1997, except as otherwise provided, see section
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501 of Pub. L. 105-115, set out as a note under section 321
of this title.

TERMINATION DATE OF 1992 AMENDMENT

Pub. L. 102-353, §2(d), Aug. 26, 1992, 106 Stat. 941, pro-
vided that: ‘“‘Effective September 14, 1994, the amend-
ments made by subsections (a) and (b) [amending this
section] shall no longer be in effect.”

EFFECTIVE DATE OF 1988 AMENDMENT

Pub. L. 100-293, §8, Apr. 22, 1988, 102 Stat. 100, provided
that:

‘“‘(a) GENERAL RULE.—Except as provided in sub-
section (b), this Act and the amendments made by this
Act [amending this section and sections 331, 333, and 381
of this title and enacting provisions set out as notes
under this section and section 301 of this title] shall
take effect upon the expiration of 90 days after the date
of the enactment of this Act [Apr. 22, 1988].

““(b) EXCEPTION.—

‘(1) Section 503(d) of the Federal Food, Drug, and
Cosmetic Act [21 U.S.C. 353(d)] (as added by section 5
of this Act) shall take effect upon the expiration of
180 days after the date of the enactment of this Act
[Apr. 22, 1988].

‘(2) The Secretary of Health and Human Services
shall by regulation issue the guidelines required by
section 503(e)(2)(B) of the Federal Food, Drug, and
Cosmetic Act [21 U.S.C. 353(e)(2)(B)] (as added by sec-
tion 6 of this Act) not later than 180 days after the
date of the enactment of this Act. Section 503(e)(2)(A)
of such Act shall take effect upon the expiration of 2
years after the date such regulations are promulgated
and take effect.”

EFFECTIVE DATE OF 1970 AMENDMENT

Amendment by Pub. L. 91-601 effective Dec. 30, 1970,
and regulations establishing special packaging stand-
ards effective no sooner than 180 days or later than one
year from date regulations are final, or an earlier date
published in Federal Register, see section 8 of Pub. L.
91-601, set out as an Effective Date note under section
1471 of Title 15, Commerce and Trade.

EFFECTIVE DATE OF 1962 AMENDMENT

Amendment by Pub. L. 87-781 effective Oct. 10, 1962,
see section 107 of Pub. L. 87-781, set out as a note under
section 321 of this title.

EFFECTIVE DATE OF 1951 AMENDMENT

Amendment by act Oct. 26, 1951, effective six months
after Oct. 26, 1951, see section 3 of act Oct. 26, 1951, set
out as a note under section 333 of this title.

TRANSFER OF FUNCTIONS

For transfer of functions of Federal Security Admin-
istrator to Secretary of Health, Education, and Welfare
[now Health and Human Services], and of Food and
Drug Administration in the Department of Agriculture
to Federal Security Agency, see notes set out under
section 321 of this title.

EFFECTIVE MEDICATION GUIDES

Pub. L. 104-180, title VI, §601, Aug. 6, 1996, 110 Stat.
1593, provided that:

‘‘(a) IN GENERAL.—Not later than 30 days after the
date of enactment of this Act [Aug. 6, 1996], the Sec-
retary of the Department of Health and Human Serv-
ices shall request that national organizations rep-
resenting health care professionals, consumer organiza-
tions, voluntary health agencies, the pharmaceutical
industry, drug wholesalers, patient drug information
database companies, and other relevant parties collabo-
rate to develop a long-range comprehensive action plan
to achieve goals consistent with the goals of the pro-
posed rule of the Food and Drug Administration on
‘Prescription Drug Product Labeling: Medication Guide
Requirements’ (60 Fed. Reg. 44182; relating to the provi-
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sion of oral and written prescription information to
consumers).

““(b) GOALS.—Goals consistent with the proposed rule
described in subsection (a) are the distribution of use-
ful written information to 75 percent of individuals re-
ceiving new precriptions [sic] by the year 2000 and to 95
percent by the year 2006.

‘“(c) PLAN.—The plan described in subsection (a)
shall—

‘(1) identify the plan goals;

““(2) assess the effectiveness of the current private-
sector approaches used to provide oral and written
prescription information to consumers;

‘“(3) develop guidelines for providing effective oral
and written prescription information consistent with
the findings of any such assessment;

‘“(4) contain elements necessary to ensure the
transmittal of useful information to the consuming
public, including being scientifically accurate, non-
promotional in tone and content, sufficiently specific
and comprehensive as to adequately inform con-
sumers about the use of the product, and in an under-
standable, legible format that is readily comprehen-
sible and not confusing to consumers expected to use
the product.[;]

‘“(b) develop a mechanism to assess periodically the
quality of the oral and written prescription informa-
tion and the frequency with which the information is
provided to consumers; and

‘“(6) provide for compliance with relevant State
board regulations.

“(d) LIMITATION ON THE AUTHORITY OF THE SEC-
RETARY.—The Secretary of the Department of Health
and Human Services shall have no authority to imple-
ment the proposed rule described in subsection (a), or
to develop any similar regulation, policy statement, or
other guideline specifying a uniform content or format
for written information voluntarily provided to con-
sumers about prescription drugs if, (1) not later than
120 days after the date of enactment of this Act [Aug.
6, 1996], the national organizations described in sub-
section (a) develop and submit to the Secretary for
Health and Human Services a comprehensive, long-
range action plan (as described in subsection (a)) which
shall be acceptable to the Secretary of Health and
Human Services; (2) the aforementioned plan is sub-
mitted to the Secretary of Health and Human Services
for review and acceptance: Provided, That the Secretary
shall give due consideration to the submitted plan and
that any such acceptance shall not be arbitrarily with-
held; and (3) the implementation of (a) a plan accepted
by the Secretary commences within 30 days of the Sec-
retary’s acceptance of such plan, or (b) the plan sub-
mitted to the Secretary commences within 60 days of
the submission of such plan if the Secretary fails to
take any action on the plan within 30 days of the sub-
mission of the plan. The Secretary shall accept, reject
or suggest modifications to the plan submitted within
30 days of its submission. The Secretary may confer
with and assist private parties in the development of
the plan described in subsections (a) and (b).

‘‘(e) SECRETARY REVIEW.—Not later than January 1,
2001, the Secretary of the Department of Health and
Human Services shall review the status of private-sec-
tor initiatives designed to achieve the goals of the plan
described in subsection (a), and if such goals are not
achieved, the limitation in subsection (d) shall not
apply, and the Secretary shall seek public comment on
other initiatives that may be carried out to meet such
goals.”

CONGRESSIONAL FINDINGS

Pub. L. 100-293, §2, Apr. 22, 1988, 102 Stat. 95, provided
that: ‘““The Congress finds the following:

‘(1) American consumers cannot purchase prescrip-
tion drugs with the certainty that the products are
safe and effective.

‘“(2) The integrity of the distribution system for
prescription drugs is insufficient to prevent the intro-
duction and eventual retail sale of substandard, inef-
fective, or even counterfeit drugs.
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‘(8) The existence and operation of a wholesale sub-
market, commonly known as the ‘diversion market’,
prevents effective control over or even routine
knowledge of the true sources of prescription drugs in
a significant number of cases.

‘“(4) Large amounts of drugs are being reimported
to the United States as American goods returned.
These imports are a health and safety risk to Amer-
ican consumers because they may have become sub-
potent or adulterated during foreign handling and
shipping.

‘“(5) The ready market for prescription drug re-
imports has been the catalyst for a continuing series
of frauds against American manufacturers and has
provided the cover for the importation of foreign
counterfeit drugs.

‘(6) The existing system of providing drug samples
to physicians through manufacturer’s representatives
has been abused for decades and has resulted in the
sale to consumers of misbranded, expired, and adul-
terated pharmaceuticals.

“(T) The bulk resale of below wholesale priced pre-
scription drugs by health care entities, for ultimate
sale at retail, helps fuel the diversion market and is
an unfair form of competition to wholesalers and re-
tailers that must pay otherwise prevailing market
prices.

‘(8) The effect of these several practices and condi-
tions is to create an unacceptable risk that counter-
feit, adulterated, misbranded, subpotent, or expired
drugs will be sold to American consumers.”

§353a. Pharmacy compounding

(a) In general

Sections 351(a)(2)(B), 352(f)(1), and 355 of this
title shall not apply to a drug product if the
drug product is compounded for an identified in-
dividual patient based on the receipt of a valid
prescription order or a notation, approved by
the prescribing practitioner, on the prescription
order that a compounded product is necessary
for the identified patient, if the drug product
meets the requirements of this section, and if
the compounding—

(1) is by—

(A) a licensed pharmacist in a State li-
censed pharmacy or a Federal facility, or

(B) a licensed physician,

on the prescription order for such individual

patient made by a licensed physician or other

licensed practitioner authorized by State law
to prescribe drugs; or
(2)(A) is by a licensed pharmacist or licensed
physician in limited quantities before the re-
ceipt of a valid prescription order for such in-
dividual patient; and
(B) is based on a history of the licensed
pharmacist or licensed physician receiving
valid prescription orders for the compounding
of the drug product, which orders have been
generated solely within an established rela-
tionship between—
(i) the licensed pharmacist or licensed phy-
sician; and
(ii)(I) such individual patient for whom the
prescription order will be provided; or
(IT) the physician or other licensed practi-
tioner who will write such prescription
order.
(b) Compounded drug
(1) Licensed pharmacist and licensed physician

A drug product may be compounded under
subsection (a) if the licensed pharmacist or li-
censed physician—

(A) compounds the drug product using
bulk drug substances, as defined in regula-
tions of the Secretary published at section
207.3(a)(4) of title 21 of the Code of Federal
Regulations—

(i) that—

(I) comply with the standards of an ap-
plicable United States Pharmacopoeia or
National Formulary monograph, if a
monograph exists, and the United States
Pharmacopoeia chapter on pharmacy
compounding;

(IT) if such a monograph does not exist,
are drug substances that are components
of drugs approved by the Secretary; or

(III) if such a monograph does not exist
and the drug substance is not a compo-
nent of a drug approved by the Sec-
retary, that appear on a list developed
by the Secretary through regulations
issued by the Secretary under subsection
(c);

(ii) that are manufactured by an estab-
lishment that is registered under section
360 of this title (including a foreign estab-
lishment that is registered under section
360(i) of this title); and

(iii) that are accompanied by valid cer-
tificates of analysis for each bulk drug
substance;

(B) compounds the drug product using in-
gredients (other than bulk drug substances)
that comply with the standards of an appli-
cable United States Pharmacopoeia or Na-
tional Formulary monograph, if a mono-
graph exists, and the United States Pharma-
copoeia chapter on pharmacy compounding;

(C) does not compound a drug product that
appears on a list published by the Secretary
in the Federal Register of drug products that
have been withdrawn or removed from the
market because such drug products or com-
ponents of such drug products have been
found to be unsafe or not effective; and

(D) does not compound regularly or in in-
ordinate amounts (as defined by the Sec-
retary) any drug products that are essen-
tially copies of a commercially available
drug product.

(2) Definition

For purposes of paragraph (1)(D), the term
“‘essentially a copy of a commercially avail-
able drug product’” does not include a drug
product in which there is a change, made for
an identified individual patient, which pro-
duces for that patient a significant difference,
as determined by the prescribing practitioner,
between the compounded drug and the com-
parable commercially available drug product.
(3) Drug product

A drug product may be compounded under
subsection (a) only if—

(A) such drug product is not a drug prod-
uct identified by the Secretary by regulation
as a drug product that presents demon-
strable difficulties for compounding that
reasonably demonstrate an adverse effect on
the safety or effectiveness of that drug prod-
uct; and
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(B) such drug product is compounded in a
State—

(i) that has entered into a memorandum
of understanding with the Secretary which
addresses the distribution of inordinate
amounts of compounded drug products
interstate and provides for appropriate in-
vestigation by a State agency of com-
plaints relating to compounded drug prod-
ucts distributed outside such State; or

(ii) that has not entered into the memo-
randum of understanding described in
clause (i) and the licensed pharmacist, li-
censed pharmacy, or licensed physician
distributes (or causes to be distributed)
compounded drug products out of the
State in which they are compounded in
quantities that do not exceed 5 percent of
the total prescription orders dispensed or
distributed by such pharmacy or physi-
cian.

The Secretary shall, in consultation with the
National Association of Boards of Pharmacy,
develop a standard memorandum of under-
standing for use by the States in complying
with subparagraph (B)(i).

(c) Regulations
(1) In general

The Secretary shall issue regulations to im-
plement this section. Before issuing regula-
tions to implement subsections
()Y(W)(A)DIII), (b)(A)(C), or (b)(3)(A), the Sec-
retary shall convene and consult an advisory
committee on compounding unless the Sec-
retary determines that the issuance of such
regulations before consultation is necessary to
protect the public health. The advisory com-
mittee shall include representatives from the
National Association of Boards of Pharmacy,
the United States Pharmacopoeia, pharmacy,
physician, and consumer organizations, and
other experts selected by the Secretary.

(2) Limiting compounding

The Secretary, in consultation with the
United States Pharmacopoeia Convention, In-
corporated, shall promulgate regulations iden-
tifying drug substances that may be used in
compounding under subsection (b)(1)(A)(i)(III)
for which a monograph does not exist or which
are not components of drug products approved
by the Secretary. The Secretary shall include
in the regulation the criteria for such sub-
stances, which shall include historical use, re-
ports in peer reviewed medical literature, or
other criteria the Secretary may identify.

(d) Application
This section shall not apply to—

(1) compounded positron emission tomog-
raphy drugs as defined in section 321(ii) of this
title; or

(2) radiopharmaceuticals.

(e) “Compounding” defined

As used in this section, the term
““‘compounding’’ does not include mixing, recon-
stituting, or other such acts that are performed
in accordance with directions contained in ap-
proved labeling provided by the product’s manu-
facturer and other manufacturer directions con-
sistent with that labeling.
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(June 25, 1938, ch. 675, §503A, as added Pub. L.
105-115, title I, §127(a), Nov. 21, 1997, 111 Stat.
2328; amended Pub. L. 113-54, title I, §106(a), Nov.
27, 2013, 127 Stat. 598.)

Editorial Notes
AMENDMENTS

2013—Subsec. (a). Pub. L. 113-54, §106(a)(1), struck out
‘‘unsolicited” before ‘‘receipt of a valid prescription’ in
introductory provisions.

Subsec. (b)(1)(A)A)(III). Pub. L. 113-54, §106(a)(4), sub-
stituted ‘‘subsection (c)’’ for ‘‘subsection (d)”.

Subsecs. (¢) to (f). Pub. L. 113-54, §106(a)(2), (3), redes-
ignated subsecs. (d) to (f) as (¢) to (e), respectively, and
struck out former subsec. (¢). Prior to amendment, sub-
sec. (¢) read as follows: ‘““A drug may be compounded
under subsection (a) of this section only if the phar-
macy, licensed pharmacist, or licensed physician does
not advertise or promote the compounding of any par-
ticular drug, class of drug, or type of drug. The phar-
macy, licensed pharmacist, or licensed physician may
advertise and promote the compounding service pro-
vided by the licensed pharmacist or licensed physi-
cian.”

Statutory Notes and Related Subsidiaries
EFFECTIVE DATE

Pub. L. 105-115, title I, §127(b), Nov. 21, 1997, 111 Stat.
2330, provided that: ‘“Section 503A of the Federal Food,
Drug, and Cosmetic Act [21 U.S.C. 353a], added by sub-
section (a), shall take effect upon the expiration of the
1-year period beginning on the date of the enactment of
this Act [Nov. 21, 1997].”

§353a-1. Enhanced communication
(a) Submissions from State boards of pharmacy

In a manner specified by the Secretary of
Health and Human Services (referred to in this
section as the ‘“Secretary’’), the Secretary shall
receive submissions from State boards of phar-
macy—

(1) describing actions taken against
compounding pharmacies, as described in sub-
section (b); or

(2) expressing concerns that a compounding
pharmacy may be acting contrary to section
3563a of this title.

(b) Content of submissions from State boards of
pharmacy

An action referred to in subsection (a)(1) is,
with respect to a pharmacy that compounds
drugs, any of the following:

(1) The issuance of a warning letter, or the
imposition of sanctions or penalties, by a
State for violations of a State’s pharmacy reg-
ulations pertaining to compounding.

(2) The suspension or revocation of a State-
issued pharmacy license or registration for
violations of a State’s pharmacy regulations
pertaining to compounding.

(3) The recall of a compounded drug due to
concerns relating to the quality or purity of
such drug.

(c) Consultation

The Secretary shall implement subsection (a)
in consultation with the National Association of
Boards of Pharmacy.
(d) Notifying State boards of pharmacy

The Secretary shall immediately notify State
boards of pharmacy when—
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(1) the Secretary receives a submission
under subsection (a)(1); or

(2) the Secretary makes a determination
that a pharmacy is acting contrary to section
353a of this title.

(Pub. L. 113-54, title I, §105, Nov. 27, 2013, 127
Stat. 597.)

Editorial Notes

CODIFICATION
Section was enacted as part of the Compounding
Quality Act and also as part of the Drug Quality and
Security Act, and not as part of the Federal Food,
Drug, and Cosmetic Act which comprises this chapter.

§353b. Outsourcing facilities
(a) In general

Sections 352(f)(1), 3565, and 360eee—1 of this title
shall not apply to a drug compounded by or
under the direct supervision of a licensed phar-
macist in a facility that elects to register as an
outsourcing facility if each of the following con-
ditions is met:

(1) Registration and reporting

The drug is compounded in an outsourcing
facility that is in compliance with the require-
ments of subsection (b).

(2) Bulk drug substances

The drug is compounded in an outsourcing
facility that does not compound using bulk
drug substances (as defined in section
207.3(a)(4) of title 21, Code of Federal Regula-
tions (or any successor regulation)), unless—

(A)(1) the bulk drug substance appears on a
list established by the Secretary identifying

bulk drug substances for which there is a

clinical need, by—

(I) publishing a notice in the Federal
Register proposing bulk drug substances to
be included on the list, including the ra-
tionale for such proposal;

(IT) providing a period of not less than 60
calendar days for comment on the notice;
and

(ITII) publishing a notice in the Federal
Register designating bulk drug substances
for inclusion on the list; or

(ii) the drug compounded from such bulk
drug substance appears on the drug shortage
list in effect under section 356e of this title
at the time of compounding, distribution,
and dispensing;

(B) if an applicable monograph exists
under the United States Pharmacopeia, the
National Formulary, or another compen-
dium or pharmacopeia recognized by the
Secretary for purposes of this paragraph, the
bulk drug substances each comply with the
monograph;

(C) the bulk drug substances are each man-
ufactured by an establishment that is reg-
istered under section 360 of this title (includ-
ing a foreign establishment that is reg-
istered under section 360(i) of this title); and

(D) the bulk drug substances are each ac-
companied by a valid certificate of analysis.

(3) Ingredients (other than bulk drug sub-
stances)

If any ingredients (other than bulk drug sub-
stances) are used in compounding the drug,
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such ingredients comply with the standards of
the applicable United States Pharmacopeia or
National Formulary monograph, if such mono-
graph exists, or of another compendium or
pharmacopeia recognized by the Secretary for
purposes of this paragraph if any.

(4) Drugs withdrawn or removed because un-
safe or not effective

The drug does not appear on a list published
by the Secretary of drugs that have been with-
drawn or removed from the market because
such drugs or components of such drugs have
been found to be unsafe or not effective.

(5) Essentially a copy of an approved drug

The drug is not essentially a copy of one or
more approved drugs.

(6) Drugs presenting demonstrable difficulties
for compounding

The drug—

(A) is not identified (directly or as part of
a category of drugs) on a list published by
the Secretary, through the process described
in subsection (c), of drugs or categories of
drugs that present demonstrable difficulties
for compounding that are reasonably likely
to lead to an adverse effect on the safety or
effectiveness of the drug or category of
drugs, taking into account the risks and
benefits to patients; or

(B) is compounded in accordance with all
applicable conditions identified on the list
described in subparagraph (A) as conditions
that are necessary to prevent the drug or
category of drugs from presenting the de-
monstrable difficulties described in subpara-
graph (A).

(7) Elements to assure safe use

In the case of a drug that is compounded
from a drug that is the subject of a risk eval-
uation and mitigation strategy approved with
elements to assure safe use pursuant to sec-
tion 355-1 of this title, or from a bulk drug
substance that is a component of such drug,
the outsourcing facility demonstrates to the
Secretary prior to beginning compounding
that such facility will utilize controls com-
parable to the controls applicable under the
relevant risk evaluation and mitigation strat-
egy.

(8) Prohibition on wholesaling

The drug will not be sold or transferred by
an entity other than the outsourcing facility
that compounded such drug. This paragraph
does not prohibit administration of a drug in
a health care setting or dispensing a drug pur-
suant to a prescription executed in accordance
with section 353(b)(1) of this title.

(9) Fees
The drug is compounded in an outsourcing

facility that has paid all fees owed by such fa-
cility pursuant to section 379j—-62 of this title.

(10) Labeling of drugs
(A) Label
The label of the drug includes—

(i) the statement ‘‘This is a compounded
drug.” or a reasonable comparable alter-
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native statement (as specified by the Sec-
retary) that prominently identifies the
drug as a compounded drug;
(ii) the name, address, and phone number
of the applicable outsourcing facility; and
(iii) with respect to the drug—

(I) the 1ot or batch number;

(IT) the established name of the drug;

(ITT) the dosage form and strength;

(IV) the statement of quantity or vol-
ume, as appropriate;

(V) the date that the drug was com-
pounded,;

(VI) the expiration date;

(VII) storage and handling instruc-
tions;

(VIII) the National Drug Code number,
if available;

(IX) the statement ‘“Not for resale”,
and, if the drug is dispensed or distrib-
uted other than pursuant to a prescrip-
tion for an individual identified patient,
the statement ‘‘Office Use Only’’; and

(X) subject to subparagraph (B)({), a
list of active and inactive ingredients,
identified by established name and the
quantity or proportion of each ingre-
dient.

(B) Container

The container from which the individual
units of the drug are removed for dispensing
or for administration (such as a plastic bag
containing individual product syringes) shall
include—

(i) the information described under sub-
paragraph (A)(iii)(X), if there is not space
on the label for such information;

(ii) the following information to facili-
tate adverse event reporting: www.fda.gov/
medwatch and 1-800-FDA-1088 (or any suc-
cessor Internet Web site or phone number);
and

(iii) directions for use, including, as ap-
propriate, dosage and administration.

(C) Additional information

The label and labeling of the drug shall in-
clude any other information as determined
necessary and specified in regulations pro-
mulgated by the Secretary.

(11) Outsourcing facility requirement

The drug is compounded in an outsourcing
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(ii) shall indicate whether the
outsourcing facility intends to compound
a drug that appears on the list in effect
under section 356e of this title during the
subsequent calendar year.

(B) Availability of registration for inspection;
list
(i) Registrations

The Secretary shall make available for
inspection, to any person so requesting,
any registration filed pursuant to this
paragraph.

(ii) List

The Secretary shall make available on
the public Internet Web site of the Food
and Drug Administration a list of the
name of each facility registered under this
subsection as an outsourcing facility, the
State in which each such facility is lo-
cated, whether the facility compounds
from bulk drug substances, and whether
any such compounding from bulk drug sub-
stances is for sterile or nonsterile drugs.

(2) Drug reporting by outsourcing facilities
(A) In general

Upon initially registering as an
outsourcing facility, once during the month
of June of each year, and once during the
month of December of each year, each
outsourcing facility that registers with the
Secretary under paragraph (1) shall submit
to the Secretary a report—

(i) identifying the drugs compounded by
such outsourcing facility during the pre-
vious 6-month period; and

(ii) with respect to each drug identified
under clause (i), providing the active in-
gredient, the source of such active ingre-
dient, the National Drug Code number of
the source drug or bulk active ingredient,
if available, the strength of the active in-
gredient per unit, the dosage form and
route of administration, the package de-
scription, the number of individual units
produced, and the National Drug Code
number of the final product, if assigned.

(B) Form

Each report under subparagraph (A) shall
be prepared in such form and manner as the

facility in which the compounding of drugs oc- Secretary may prescribe by regulation or

curs only in accordance with this section. guidance.
(b) Registration of outsourcing facilities and re- (C) Confidentiality
porting of drugs Reports submitted under this paragraph
(1) Registration of outsourcing facilities shall be exempt from inspection under para-
(A) Annual registration graph (1)(B)(i), unless the Secretary finds

that such an exemption would be incon-

Upon e'lecting' g,nd In order'to become.an sistent with the protection of the public
outsourcing facility, and during the period health

beginning on October 1 and ending on De-

cember 31 of each year thereafter, a facil- (3) Electronic registration and reporting

ity— Registrations and drug reporting under this
(i) shall register with the Secretary its subsection (including the submission of up-
name, place of business, and unique facil- dated information) shall be submitted to the
ity identifier (which shall conform to the Secretary by electronic means unless the Sec-
requirements for the unique facility iden- retary grants a request for waiver of such re-
tifier established under section 360 of this quirement because use of electronic means is
title), and a point of contact email ad- not reasonable for the person requesting waiv-

dress; and er.
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(4) Risk-based inspection frequency
(A) In general

Outsourcing facilities—

(i) shall be subject to inspection pursu-
ant to section 374 of this title; and

(ii) shall not be eligible for the exemp-
tion under section 374(a)(2)(A) of this title.

(B) Risk-based schedule

The Secretary, acting through one or more
officers or employees duly designated by the
Secretary, shall inspect outsourcing facili-
ties in accordance with a risk-based schedule
established by the Secretary.

(C) Risk factors

In establishing the risk-based schedule,
the Secretary shall inspect outsourcing fa-
cilities according to the known safety risks
of such outsourcing facilities, which shall be
based on the following factors:

(i) The compliance history of the
outsourcing facility.

(ii) The record, history, and nature of re-
calls linked to the outsourcing facility.

(iii) The inherent risk of the drugs com-
pounded at the outsourcing facility.

(iv) The inspection frequency and his-
tory of the outsourcing facility, including
whether the outsourcing facility has been
inspected pursuant to section 374 of this
title within the last 4 years.

(v) Whether the outsourcing facility has
registered under this paragraph as an enti-
ty that intends to compound a drug that
appears on the list in effect under section
356e of this title.

(vi) Any other criteria deemed necessary
and appropriate by the Secretary for pur-
poses of allocating inspection resources.

(5) Adverse event reporting

Outsourcing facilities shall submit adverse
event reports to the Secretary in accordance
with the content and format requirements es-
tablished through guidance or regulation
under section 310.305 of title 21, Code of Fed-
eral Regulations (or any successor regula-
tions).

(c) Regulations
(1) In general

The Secretary shall implement the list de-
scribed in subsection (a)(6) through regula-
tions.

(2) Advisory committee on compounding

Before issuing regulations to implement sub-
section (a)(6), the Secretary shall convene and
consult an advisory committee on
compounding. The advisory committee shall
include representatives from the National As-
sociation of Boards of Pharmacy, the United
States Pharmacopeia, pharmacists with cur-
rent experience and expertise in compounding,
physicians with background and knowledge in
compounding, and patient and public health
advocacy organizations.

(3) Interim list

(A) In general

Before the effective date of the regulations
finalized to implement subsection (a)(6), the
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Secretary may designate drugs, categories of
drugs, or conditions as described such?! sub-
section by—

(i) publishing a notice of such sub-
stances, drugs, categories of drugs, or con-
ditions proposed for designation, including
the rationale for such designation, in the
Federal Register;

(ii) providing a period of not less than 60
calendar days for comment on the notice;
and

(iii) publishing a notice in the Federal
Register designating such drugs, cat-
egories of drugs, or conditions.

(B) Sunset of notice

Any notice provided under subparagraph
(A) shall not be effective after the earlier
of—

(i) the date that is 5 years after Novem-
ber 27, 2013; or

(ii) the effective date of the final regula-
tions issued to implement subsection

(a)(6).

(4) Updates

The Secretary shall review, and update as
necessary, the regulations containing the lists
of drugs, categories of drugs, or conditions de-
scribed in subsection (a)(6) regularly, but not
less than once every 4 years. Nothing in the
previous sentence prohibits submissions to the
Secretary, before or during any 4-year period
described in such sentence, requesting updates
to such lists.

(d) 2 Definitions

In this section:

(1) The term ‘‘compounding’ includes the
combining, admixing, mixing, diluting, pool-
ing, reconstituting, or otherwise altering of a
drug or bulk drug substance to create a drug.

(2) The term ‘‘essentially a copy of an ap-
proved drug’ means—

(A) a drug that is identical or nearly iden-
tical to an approved drug, or a marketed
drug not subject to section 353(b) of this title
and not subject to approval in an application
submitted under section 355 of this title, un-
less, in the case of an approved drug, the
drug appears on the drug shortage list in ef-
fect under section 356e of this title at the
time of compounding, distribution, and dis-
pensing; or

(B) a drug, a component of which is a bulk
drug substance that is a component of an ap-
proved drug or a marketed drug that is not
subject to section 353(b) of this title and not
subject to approval in an application sub-
mitted under section 355 of this title, unless
there is a change that produces for an indi-
vidual patient a clinical difference, as deter-
mined by the prescribing practitioner, be-
tween the compounded drug and the com-
parable approved drug.

(3) The term ‘‘approved drug’ means a drug
that is approved under section 355 of this title
and does not appear on the list described in
subsection (a)(4) of drugs that have been with-

180 in original.
280 in original. Two subsecs. (d) have been enacted.
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drawn or removed from the market because
such drugs or components of such drugs have
been found to be unsafe or not effective.

(4)(A) The term ‘‘outsourcing facility”
means a facility at one geographic location or
address that—

(i) is engaged in the compounding of ster-
ile drugs;

(ii) has elected to
outsourcing facility; and

(iii) complies with all of the requirements
of this section.

register as an

(B) An outsourcing facility is not required to
be a licensed pharmacy.

(C) An outsourcing facility may or may not
obtain prescriptions for identified individual
patients.

(6) The term ‘‘sterile drug’” means a drug
that is intended for parenteral administration,
an ophthalmic or oral inhalation drug in aque-
ous format, or a drug that is required to be
sterile under Federal or State law.

(d) 2 Obligation to pay fees

Payment of the fee under section 379j-62 of
this title, as described in subsection (a)(9), shall
not relieve an outsourcing facility that is li-
censed as a pharmacy in any State that requires
pharmacy licensing fees of its obligation to pay
such State fees.

(June 25, 1938, ch. 675, §503B, as added Pub. L.
113-54, title I, §102(a)(2), Nov. 27, 2013, 127 Stat.
588.)

Editorial Notes
PRIOR PROVISIONS

A prior section 503B of act June 25, 1938, ch. 675, was
renumbered section 503C by Pub. L. 113-54, §102(a)(1),
Nov. 27, 2013, 127 Stat. 587, and transferred to section
353c of this title.

§353c. Prereview of television advertisements
(a) In general

The Secretary may require the submission of
any television advertisement for a drug (includ-
ing any script, story board, rough, or a com-
pleted video production of the television adver-
tisement) to the Secretary for review under this
section not later than 45 days before dissemina-
tion of the television advertisement.

(b) Review

In conducting a review of a television adver-
tisement under this section, the Secretary may
make recommendations with respect to informa-
tion included in the label of the drug—

(1) on changes that are—

(A) necessary to protect the consumer
good and well-being; or

(B) consistent with prescribing informa-
tion for the product under review; and

(2) if appropriate and if information exists,
on statements for inclusion in the advertise-
ment to address the specific efficacy of the
drug as it relates to specific population
groups, including elderly populations, chil-
dren, and racial and ethnic minorities.

(c) No authority to require changes

Except as provided by subsection (e), this sec-
tion does not authorize the Secretary to make
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or direct changes in any material submitted

pursuant to subsection (a).

(d) Elderly populations, children, racially and
ethnically diverse communities

In formulating recommendations under sub-
section (b), the Secretary shall take into consid-
eration the impact of the advertised drug on el-
derly populations, children, and racially and
ethnically diverse communities.

(e) Specific disclosures
(1) Serious risk; safety protocol

In conducting a review of a television adver-
tisement under this section, if the Secretary
determines that the advertisement would be
false or misleading without a specific disclo-
sure about a serious risk listed in the labeling
of the drug involved, the Secretary may re-
quire inclusion of such disclosure in the adver-
tisement.

(2) Date of approval

In conducting a review of a television adver-
tisement under this section, the Secretary
may require the advertisement to include, for
a period not to exceed 2 years from the date of
the approval of the drug under section 355 of
this title or section 262 of title 42, a specific
disclosure of such date of approval if the Sec-
retary determines that the advertisement
would otherwise be false or misleading.

(f) Rule of construction

Nothing in this section may be construed as
having any effect on requirements under section
352(n) of this title or on the authority of the
Secretary under section 314.550, 314.640, 601.45, or
601.94 of title 21, Code of Federal Regulations (or
successor regulations).

(June 25, 1938, ch. 675, §503C, formerly §503B, as
added Pub. L. 110-85, title IX, §901(d)(2), Sept. 27,
2007, 121 Stat. 939, renumbered §503C, Pub. L.
113-54, title I, §102(a)(1), Nov. 27, 2013, 127 Stat.
587.)

Editorial Notes
CODIFICATION

Section was formerly classified to section 353b of this
title prior to renumbering by Pub. L. 113-54.

Statutory Notes and Related Subsidiaries
EFFECTIVE DATE

Section effective 180 days after Sept. 27, 2007, see sec-
tion 909 of Pub. L. 110-85, set out as an Effective Date
of 2007 Amendment note under section 331 of this title.

§353d. Process to update labeling for certain ge-
neric drugs

(a) Definitions

For purposes of this section:
(1) The term ‘‘covered drug’” means a drug
approved under section 355(c) of this title—

(A) for which there are no unexpired pat-
ents included in the list under section
355(j)(7) of this title and no unexpired period
of exclusivity;

(B) for which the approval of the applica-
tion has been withdrawn for reasons other
than safety or effectiveness; and
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(C) for which—

(i)(I) there is new scientific evidence
available pertaining to new or existing
conditions of use that is not reflected in
the approved labeling;

(IT) the approved labeling does not re-
flect current legal and regulatory require-
ments for content or format; or

(III) there is a relevant accepted use in
clinical practice that is not reflected in
the approved labeling; and

(ii) updating the approved labeling would
benefit the public health.

(2) The term ‘‘period of exclusivity’, with
respect to a drug approved under section 355(c)
of this title, means any period of exclusivity
under clause (ii), (iii), or (iv) of section
355(¢)(3)(E) of this title, clause (ii), (iii), or (iv)
of section 355(j)(5)(F) of this title, or section
3bba, 355f, or 360cc of this title.

(3) The term ‘‘generic version’’ means a drug
approved under section 355(j) of this title
whose reference listed drug is a covered drug.

(4) The term ‘‘relevant accepted use’” means
a use for a drug in clinical practice that is
supported by scientific evidence that appears
to the Secretary to meet the standards for ap-
proval under section 355 of this title.

(5) The term ‘‘selected drug” means a cov-
ered drug for which the Secretary has deter-
mined through the process under subsection
(c) that the labeling should be changed.

(b) Identification of covered drugs

The Secretary may identify covered drugs for
which labeling updates would provide a public
health benefit. To assist in identifying covered
drugs, the Secretary may do one or both of the
following:

(1) Enter into cooperative agreements or
contracts with public or private entities to re-
view the available scientific evidence con-
cerning such drugs.

(2) Seek public input concerning such drugs,
including input on whether there is a relevant
accepted use in clinical practice that is not re-
flected in the approved labeling of such drugs
or whether new scientific evidence is available
regarding the conditions of use for such drug,
by—

(A) holding one or more public meetings;

(B) opening a public docket for the submis-
sion of public comments; or

(C) other means, as the Secretary deter-
mines appropriate.

(c) Selection of drugs for updating

If the Secretary determines, with respect to a
covered drug, that the available scientific evi-
dence meets the standards under section 355 of
this title for adding or modifying information to
the labeling or providing supplemental informa-
tion to the labeling regarding the use of the cov-
ered drug, the Secretary may initiate the proc-
ess under subsection (d).

(d) Initiation of the process of updating

If the Secretary determines that labeling
changes are appropriate for a selected drug pur-
suant to subsection (c), the Secretary shall pro-
vide notice to the holders of approved applica-
tions for a generic version of such drug that—
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(1) summarizes the findings supporting the
determination of the Secretary that the avail-
able scientific evidence meets the standards
under section 355 of this title for adding or
modifying information or providing supple-
mental information to the labeling of the cov-
ered drug pursuant to subsection (c¢);

(2) provides a clear statement regarding the
additional, modified, or supplemental informa-
tion for such labeling, according to the deter-
mination by the Secretary (including, as ap-
plicable, modifications to add the relevant ac-
cepted use to the labeling of the drug as an ad-
ditional indication for the drug); and

(3) states whether the statement under para-
graph (2) applies to the selected drug as a class
of covered drugs or only to a specific drug
product.

(e) Response to notification

Within 30 days of receipt of notification pro-
vided by the Secretary pursuant to subsection
(d), the holder of an approved application for a
generic version of the selected drug shall—

(1) agree to change the approved labeling to
reflect the additional, modified, or supple-
mental information the Secretary has deter-
mined to be appropriate; or

(2) notify the Secretary that the holder of
the approved application does not believe that
the requested labeling changes are warranted
and submit a statement detailing the reasons
why such changes are not warranted.

(f) Review of application holder’s response
(1) In general

Upon receipt of the application holder’s re-
sponse, the Secretary shall promptly review
each statement received under subsection
(e)(2) and determine which labeling changes
pursuant to the Secretary’s notice under sub-
section (d) are appropriate, if any. If the Sec-
retary disagrees with the reasons why such la-
beling changes are not warranted, the Sec-
retary shall provide opportunity for discus-
sions with the application holders to reach
agreement on whether the labeling for the
covered drug should be updated to reflect
available scientific evidence, and if so, the
content of such labeling changes.

(2) Changes to labeling

After considering all responses from the
holder of an approved application under para-
graph (1) or (2) of subsection (e), and any dis-
cussion under paragraph (1), the Secretary
may order such holder to make the labeling
changes the Secretary determines are appro-
priate. Such holder of an approved application
shall—

(A) update its paper labeling for the drug
at the next printing of that labeling;

(B) update any electronic labeling for the
drug within 30 days of such order; and

(C) submit the revised labeling through
the form, ‘“Supplement—Changes Being Ef-
fected”.

(g) Violation

If the holder of an approved application for the
generic version of the selected drug does not
comply with the requirements of subsection
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(£)(2), such generic version of the selected drug
shall be deemed to be misbranded under section
352 of this title.
(h) Limitations; generic drugs

(1) In general

With respect to any labeling change required
under this section, the generic version shall be
deemed to have the same conditions of use and
the same labeling as its reference listed drug
for purposes of clauses (i) and (v) of section
355(j)(2)(A) of this title. Any labeling change
so required shall not have any legal effect for
the applicant that is different than the legal
effect that would have resulted if a supple-
mental application had been submitted and
approved to conform the labeling of the ge-
neric version to a change in the labeling of the
reference drug.

(2) Supplemental applications

Changes to labeling made in accordance with
this section shall not be eligible for an exclu-
sivity period under this chapter.

(3) Selection of drugs

The Secretary shall not identify a drug as a
covered drug or select a drug label for updat-
ing under subsection (b) or (c) solely based on
the availability of new safety information.
Upon identification of a drug as a covered drug
under subsection (b), the Secretary may then
consider the availability of new safety infor-
mation (as defined in section 355-1(b) of this
title) in determining whether the drug is a se-
lected drug and in determining what labeling
changes are appropriate.

(i) Rules of construction

(1) Approval standards

This section shall not be construed as alter-
ing the applicability of the standards for ap-
proval of an application under section 355 of
this title. No order shall be issued under this
subsection unless the scientific evidence sup-
porting the changed labeling meets the stand-
ards for approval applicable to any change to
labeling under section 355 of this title.

(2) Removal of information

Nothing in this section shall be construed to
give the Secretary additional authority to re-
move approved indications for drugs, other
than the authority described in this section.
(3) Secretary authority

Nothing in this section shall be construed to
limit the authority of the Secretary to require
labeling changes under section 355(0) of this
title.

(4) Maintenance of labeling

Nothing in this section shall be construed to
affect the responsibility of the holder of an ap-
proved application under section 355(j) of this
title to maintain its labeling in accordance
with existing requirements, including subpart
B of part 201 and sections 314.70 and 314.97 of
title 21, Code of Federal Regulations (or any
successor regulations).

(j) Reports

Not later than 4 years after December 27, 2020,
and every 4 years thereafter, the Secretary shall
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prepare and submit to the Committee on Energy
and Commerce of the House of Representatives
and the Committee on Health, Education,
Labor, and Pensions of the Senate, a report
that—
(1) describes the actions of the Secretary
under this section, including—

(A) the number of covered drugs and de-
scription of the types of drugs the Secretary
has selected for labeling changes and the ra-
tionale for such recommended changes; and

(B) the number of times the Secretary en-
tered into discussions concerning a disagree-
ment with an application holder or holders
and a summary of the decision regarding a
labeling change, if any; and

(2) includes any recommendations of the
Secretary for modifying the program under
this section.

(June 25, 1938, ch. 675, §503D, as added Pub. L.
116-260, div. BB, title III, §324, Dec. 27, 2020, 134
Stat. 2933.)

§ 354. Veterinary feed directive drugs
(a) Lawful veterinary feed directive requirement

(1) A drug intended for use in or on animal
feed which is limited by an approved application
filed pursuant to section 360b(b) of this title, a
conditionally-approved application filed pursu-
ant to section 360ccc of this title, or an index
listing pursuant to section 360ccc-1 of this title
to use under the professional supervision of a li-
censed veterinarian is a veterinary feed direc-
tive drug. Any animal feed bearing or con-
taining a veterinary feed directive drug shall be
fed to animals only by or upon a lawful veteri-
nary feed directive issued by a licensed veteri-
narian in the course of the veterinarian’s profes-
sional practice. When labeled, distributed, held,
and used in accordance with this section, a vet-
erinary feed directive drug and any animal feed
bearing or containing a veterinary feed directive
drug shall be exempt from section 352(f) of this
title.

(2) A veterinary feed directive is lawful if it—

(A) contains such information as the Sec-
retary may by general regulation or by order
require; and

(B) is in compliance with the conditions and
indications for use of the drug set forth in the
notice published pursuant to section 360b(i) of
this title, or the index listing pursuant to sec-
tion 360ccc-1(e) of this title.

(3)(A) Any persons involved in the distribution
or use of animal feed bearing or containing a
veterinary feed directive drug and the licensed
veterinarian issuing the veterinary feed direc-
tive shall maintain a copy of the veterinary feed
directive applicable to each such feed, except in
the case of a person distributing such feed to an-
other person for further distribution. Such per-
son distributing the feed shall maintain a writ-
ten acknowledgment from the person to whom
the feed is shipped stating that that person shall
not ship or move such feed to an animal produc-
tion facility without a veterinary feed directive
or ship such feed to another person for further
distribution unless that person has provided the
same written acknowledgment to its immediate
supplier.
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(B) Every person required under subparagraph
(A) to maintain records, and every person in
charge or custody thereof, shall, upon request of
an officer or employee designated by the Sec-
retary, permit such officer or employee at all
reasonable times to have access to and copy and
verify such records.

(C) Any person who distributes animal feed
bearing or containing a veterinary feed directive
drug shall upon first engaging in such distribu-
tion notify the Secretary of that person’s name
and place of business. The failure to provide
such notification shall be deemed to be an act
which results in the drug being misbranded.

(b) Labeling and advertising

A veterinary feed directive drug and any feed
bearing or containing a veterinary feed directive
drug shall be deemed to be misbranded if their
labeling fails to bear such cautionary statement
and such other information as the Secretary
may by general regulation or by order prescribe,
or their advertising fails to conform to the con-
ditions and indications for use published pursu-
ant to section 360b(i) of this title, or the index
listing pursuant to section 360ccc-1(e) of this
title or fails to contain the general cautionary
statement prescribed by the Secretary.

(c) Nonprescription status

Neither a drug subject to this section, nor ani-
mal feed bearing or containing such a drug,
shall be deemed to be a prescription article
under any Federal or State law.

(June 25, 1938, ch. 675, §504, as added Pub. L.
104-250, §5(b), Oct. 9, 1996, 110 Stat. 3155; amended
Pub. L. 108-282, title I, §102(b)(5)(G), (H), Aug. 2,
2004, 118 Stat. 903.)

Editorial Notes
PRIOR PROVISIONS

A prior section 354, act June 25, 1938, ch. 675, §504, 52
Stat. 10562, which directed Secretary to promulgate reg-
ulations for listing of coal-tar colors, was repealed ef-
fective July 12, 1960, subject to provisions of section 203
of Pub. L. 86-618, by Pub. L. 86-618, title I, §103(a)(2),
title II, §202, July 12, 1960, 74 Stat. 398, 404.

AMENDMENTS

2004—Subsec. (a)(1). Pub. L. 108-282, §102(b)(5)(G), sub-
stituted ‘‘360b(b) of this title, a conditionally-approved
application filed pursuant to section 360ccc of this
title, or an index listing pursuant to section 360ccc-1 of
this title” for ‘‘360b(b) of this title’.

Subsecs. (a)(2)(B), (b). Pub. L. 108-282, §102(b)(5)(H),
substituted ‘‘360b(i) of this title, or the index listing
pursuant to section 360ccc-1(e) of this title’’ for ‘‘360b(i)
of this title”.

§355. New drugs
(a) Necessity of effective approval of application

No person shall introduce or deliver for intro-
duction into interstate commerce any new drug,
unless an approval of an application filed pursu-
ant to subsection (b) or (j) is effective with re-
spect to such drug.

(b) Filing application; contents

(1)(A) Any person may file with the Secretary
an application with respect to any drug subject
to the provisions of subsection (a). Such persons
shall submit to the Secretary as part of the ap-
plication—
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(i) full reports of investigations which have
been made to show whether such drug is safe
for use and whether such drug is effective in
use;

(ii) a full list of the articles used as compo-
nents of such drug;

(iii) a full statement of the composition of
such drug;

(iv) a full description of the methods used in,
and the facilities and controls used for, the
manufacture, processing, and packing of such
drug;

(v) such samples of such drug and of the arti-
cles used as components thereof as the Sec-
retary may require;

(vi) specimens of the labeling proposed to be
used for such drug;

(vii) any assessments required under section
3b5¢ of this title; and

(viii) the patent number and expiration date
of each patent for which a claim of patent in-
fringement could reasonably be asserted if a
person not licensed by the owner of the patent
engaged in the manufacture, use, or sale of the
drug, and that—

(I) claims the drug for which the applicant
submitted the application and is a drug sub-
stance (active ingredient) patent or a drug
product (formulation or composition) pat-
ent; or

(IT) claims a method of using such drug for
which approval is sought or has been granted
in the application.

(B) If an application is filed under this sub-
section for a drug, and a patent of the type de-
scribed in subparagraph (A)(viii) is issued after
the filing date but before approval of the appli-
cation, the applicant shall amend the applica-
tion to include the patent number and expira-
tion date.

(2) An application submitted under paragraph
(1) for a drug for which the investigations de-
scribed in clause (A) of such paragraph and re-
lied upon by the applicant for approval of the
application were not conducted by or for the ap-
plicant and for which the applicant has not ob-
tained a right of reference or use from the per-
son by or for whom the investigations were con-
ducted shall also include—

(A) a certification, in the opinion of the ap-
plicant and to the best of his knowledge, with
respect to each patent which claims the drug
for which such investigations were conducted
or which claims a use for such drug for which
the applicant is seeking approval under this
subsection and for which information is re-
quired to be filed under paragraph (1) or sub-
section (¢)—

(i) that such patent information has not
been filed,

(ii) that such patent has expired,

(iii) of the date on which such patent will
expire, or

(iv) that such patent is invalid or will not
be infringed by the manufacture, use, or sale
of the new drug for which the application is
submitted; and

(B) if with respect to the drug for which in-
vestigations described in paragraph (1)(A) were
conducted information was filed under para-
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graph (1) or subsection (c¢) for a method of use
patent which does not claim a use for which
the applicant is seeking approval under this
subsection, a statement that the method of
use patent does not claim such a use.

(3) NOTICE OF OPINION THAT PATENT IS INVALID
OR WILL NOT BE INFRINGED.—

(A) AGREEMENT TO GIVE NOTICE.—An appli-
cant that makes a certification described in
paragraph (2)(A)@iv) shall include in the appli-
cation a statement that the applicant will
give notice as required by this paragraph.

(B) TIMING OF NOTICE.—An applicant that
makes a certification described in paragraph
(2)(A)(iv) shall give notice as required under
this paragraph—

(i) if the certification is in the application,
not later than 20 days after the date of the
postmark on the notice with which the Sec-
retary informs the applicant that the appli-
cation has been filed; or

(ii) if the certification is in an amendment
or supplement to the application, at the
time at which the applicant submits the
amendment or supplement, regardless of
whether the applicant has already given no-
tice with respect to another such certifi-
cation contained in the application or in an
amendment or supplement to the applica-
tion.

(C) RECIPIENTS OF NOTICE.—An applicant re-
quired under this paragraph to give notice
shall give notice to—

(i) each owner of the patent that is the
subject of the certification (or a representa-
tive of the owner designated to receive such
a notice); and

(ii) the holder of the approved application
under this subsection for the drug that is
claimed by the patent or a use of which is
claimed by the patent (or a representative of
the holder designated to receive such a no-
tice).

(D) CONTENTS OF NOTICE.—A notice required
under this paragraph shall—

(i) state that an application that contains
data from bioavailability or bioequivalence
studies has been submitted under this sub-
section for the drug with respect to which
the certification is made to obtain approval
to engage in the commercial manufacture,
use, or sale of the drug before the expiration
of the patent referred to in the certification;
and

(ii) include a detailed statement of the fac-
tual and legal basis of the opinion of the ap-
plicant that the patent is invalid or will not
be infringed.

(4)(A) An applicant may not amend or supple-
ment an application referred to in paragraph (2)
to seek approval of a drug that is a different
drug than the drug identified in the application
as submitted to the Secretary.

(B) With respect to the drug for which such an
application is submitted, nothing in this sub-
section or subsection (c)(3) prohibits an appli-
cant from amending or supplementing the appli-
cation to seek approval of a different strength.

(5)(A) The Secretary shall issue guidance for
the individuals who review applications sub-
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mitted under paragraph (1) or under section 262
of title 42, which shall relate to promptness in
conducting the review, technical excellence,
lack of bias and conflict of interest, and knowl-
edge of regulatory and scientific standards, and
which shall apply equally to all individuals who
review such applications.

(B) The Secretary shall meet with a sponsor of
an investigation or an applicant for approval for
a drug under this subsection or section 262 of
title 42 if the sponsor or applicant makes a rea-
sonable written request for a meeting for the
purpose of reaching agreement on the design and
size—

(i)(I) of clinical trials intended to form the
primary basis of an effectiveness claim; or

(IT) in the case where human efficacy studies
are not ethical or feasible, of animal and any
associated clinical trials which, in combina-
tion, are intended to form the primary basis of
an effectiveness claim; or

(ii) with respect to an application for ap-
proval of a biological product under section

262(k) of title 42, of any necessary clinical

study or studies.

The sponsor or applicant shall provide informa-
tion necessary for discussion and agreement on
the design and size of the clinical trials. Minutes
of any such meeting shall be prepared by the
Secretary and made available to the sponsor or
applicant upon request.

(C) Any agreement regarding the parameters
of the design and size of clinical trials of a new
drug under this paragraph that is reached be-
tween the Secretary and a sponsor or applicant
shall be reduced to writing and made part of the
administrative record by the Secretary. Such
agreement shall not be changed after the testing
begins, except—

(i) with the written agreement of the spon-
sor or applicant; or

(ii) pursuant to a decision, made in accord-
ance with subparagraph (D) by the director of
the reviewing division, that a substantial sci-
entific issue essential to determining the safe-
ty or effectiveness of the drug has been identi-
fied after the testing has begun.

(D) A decision under subparagraph (C)(ii) by
the director shall be in writing and the Sec-
retary shall provide to the sponsor or applicant
an opportunity for a meeting at which the direc-
tor and the sponsor or applicant will be present
and at which the director will document the sci-
entific issue involved.

(E) The written decisions of the reviewing di-
vision shall be binding upon, and may not di-
rectly or indirectly be changed by, the field or
compliance division personnel unless such field
or compliance division personnel demonstrate to
the reviewing division why such decision should
be modified.

(F) No action by the reviewing division may be
delayed because of the unavailability of infor-
mation from or action by field personnel unless
the reviewing division determines that a delay
is necessary to assure the marketing of a safe
and effective drug.

(G) For purposes of this paragraph, the review-
ing division is the division responsible for the
review of an application for approval of a drug
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under this subsection or section 262 of title 42
(including all scientific and medical matters,
chemistry, manufacturing, and controls).

(6) An application submitted under this sub-
section shall be accompanied by the certifi-
cation required under section 282(j)(5)(B) of title
42. Such certification shall not be considered an
element of such application.

(e) Period for approval of application; period for,
notice, and expedition of hearing; period for
issuance of order

(1) Within one hundred and eighty days after
the filing of an application under subsection (b),
or such additional period as may be agreed upon
by the Secretary and the applicant, the Sec-
retary shall either—

(A) approve the application if he then finds
that none of the grounds for denying approval
specified in subsection (d) applies, or

(B) give the applicant notice of an oppor-
tunity for a hearing before the Secretary
under subsection (d) on the question whether
such application is approvable. If the appli-
cant elects to accept the opportunity for hear-
ing by written request within thirty days after
such notice, such hearing shall commence not
more than ninety days after the expiration of
such thirty days unless the Secretary and the
applicant otherwise agree. Any such hearing
shall thereafter be conducted on an expedited
basis and the Secretary’s order thereon shall
be issued within ninety days after the date
fixed by the Secretary for filing final briefs.

(2) Not later than 30 days after the date of ap-
proval of an application submitted under sub-
section (b), the holder of the approved applica-
tion shall file with the Secretary the patent
number and the expiration date of any patent
described in subsection (b)(1)(A)(viii), except
that a patent that is identified as claiming a
method of using such drug shall be filed only if
the patent claims a method of use approved in
the application. If a patent described in sub-
section (b)(1)(A)(viii) is issued after the date of
approval of an application submitted under sub-
section (b), the holder of the approved applica-
tion shall, not later than 30 days after the date
of issuance of the patent, file the patent number
and the expiration date of the patent, except
that a patent that claims a method of using
such drug shall be filed only if approval for such
use has been granted in the application. If the
patent information described in subsection (b)
could not be filed with the submission of an ap-
plication under subsection (b) because the appli-
cation was filed before the patent information
was required under subsection (b) or a patent
was issued after the application was approved
under such subsection, the holder of an approved
application shall file with the Secretary the pat-
ent number and the expiration date of any pat-
ent described in subsection (b)(1)(A)(viii). If the
holder of an approved application could not file
patent information under subsection (b) because
it was not required at the time the application
was approved, the holder shall file such informa-
tion under this subsection not later than thirty
days after September 24, 1984, and if the holder
of an approved application could not file patent
information under subsection (b) because no pat-
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ent of the type for which information is required
to be submitted in subsection (b)(1)(A)(viii) had
been issued when an application was filed or ap-
proved, the holder shall file such information
under this subsection not later than thirty days
after the date the patent involved is issued.
Upon the submission of patent information
under this subsection, the Secretary shall pub-
lish it. Patent information that is not the type
of patent information required by subsection
(b)(1)(A)(viii) shall not be submitted under this
paragraph.

(3) The approval of an application filed under
subsection (b) which contains a certification re-
quired by paragraph (2) of such subsection shall
be made effective on the last applicable date de-
termined by applying the following to each cer-
tification made under subsection (b)(2)(A):

(A) If the applicant only made a certifi-
cation described in clause (i) or (ii) of sub-
section (b)(2)(A) or in both such clauses, the
approval may be made effective immediately.

(B) If the applicant made a certification de-
scribed in clause (iii) of subsection (b)(2)(A),
the approval may be made effective on the
date certified under clause (iii).

(C) If the applicant made a certification de-
scribed in clause (iv) of subsection (b)(2)(A),
the approval shall be made effective imme-
diately unless, before the expiration of 45 days
after the date on which the notice described in
subsection (b)(3) is received, an action is
brought for infringement of the patent that is
the subject of the certification and for which
information was submitted to the Secretary
under paragraph (2) or subsection (b)(1) before
the date on which the application (excluding
an amendment or supplement to the applica-
tion) was submitted. If such an action is
brought before the expiration of such days, the
approval may be made effective upon the expi-
ration of the thirty-month period beginning
on the date of the receipt of the notice pro-
vided under subsection (b)(3) or such shorter or
longer period as the court may order because
either party to the action failed to reasonably
cooperate in expediting the action, except
that—

(i) if before the expiration of such period
the district court decides that the patent is
invalid or not infringed (including any sub-
stantive determination that there is no
cause of action for patent infringement or
invalidity), the approval shall be made effec-
tive on—

(I) the date on which the court enters
judgment reflecting the decision; or

(IT) the date of a settlement order or
consent decree signed and entered by the
court stating that the patent that is the
subject of the certification is invalid or
not infringed;

(ii) if before the expiration of such period
the district court decides that the patent
has been infringed—

(I) if the judgment of the district court
is appealed, the approval shall be made ef-
fective on—

(aa) the date on which the court of ap-
peals decides that the patent is invalid
or not infringed (including any sub-
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stantive determination that there is no
cause of action for patent infringement
or invalidity); or

(bb) the date of a settlement order or
consent decree signed and entered by the
court of appeals stating that the patent
that is the subject of the certification is
invalid or not infringed; or

(IT) if the judgment of the district court
is not appealed or is affirmed, the approval
shall be made effective on the date speci-
fied by the district court in a court order
under section 271(e)(4)(A) of title 35;

(iii) if before the expiration of such period
the court grants a preliminary injunction
prohibiting the applicant from engaging in
the commercial manufacture or sale of the
drug until the court decides the issues of
patent validity and infringement and if the
court decides that such patent is invalid or
not infringed, the approval shall be made ef-
fective as provided in clause (i); or

(iv) if before the expiration of such period
the court grants a preliminary injunction
prohibiting the applicant from engaging in
the commercial manufacture or sale of the
drug until the court decides the issues of
patent validity and infringement and if the
court decides that such patent has been in-
fringed, the approval shall be made effective
as provided in clause (ii).

In such an action, each of the parties shall
reasonably cooperate in expediting the action.

(D) CIVIL ACTION TO OBTAIN PATENT CER-

TAINTY.—

(i) DECLARATORY JUDGMENT ABSENT IN-
FRINGEMENT ACTION.—

(I) IN GENERAL.—No action may be
brought under section 2201 of title 28 by an
applicant referred to in subsection (b)(2)
for a declaratory judgment with respect to
a patent which is the subject of the certifi-
cation referred to in subparagraph (C) un-
less—

(aa) the 45-day period referred to in
such subparagraph has expired;

(bb) neither the owner of such patent
nor the holder of the approved applica-
tion under subsection (b) for the drug
that is claimed by the patent or a use of
which is claimed by the patent brought a
civil action against the applicant for in-
fringement of the patent before the expi-
ration of such period; and

(cc) in any case in which the notice
provided under paragraph (2)(B) relates
to noninfringement, the notice was ac-
companied by a document described in
subclause (II1).

(IT) FILING OF CIVIL ACTION.—If the condi-
tions described in items (aa), (bb), and as
applicable, (cc) of subclause (I) have been
met, the applicant referred to in such sub-
clause may, in accordance with section
2201 of title 28, bring a civil action under
such section against the owner or holder
referred to in such subclause (but not
against any owner or holder that has
brought such a civil action against the ap-
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plicant, unless that civil action was dis-
missed without prejudice) for a declara-
tory judgment that the patent is invalid or
will not be infringed by the drug for which
the applicant seeks approval, except that
such civil action may be brought for a de-
claratory judgment that the patent will
not be infringed only in a case in which
the condition described in subclause (I)(cc)
is applicable. A civil action referred to in
this subclause shall be brought in the judi-
cial district where the defendant has its
principal place of business or a regular and
established place of business.

(III) OFFER OF CONFIDENTIAL ACCESS TO
APPLICATION.—For purposes of subclause
(ID(cc), the document described in this sub-
clause is a document providing an offer of
confidential access to the application that
is in the custody of the applicant referred
to in subsection (b)(2) for the purpose of
determining whether an action referred to
in subparagraph (C) should be brought. The
document providing the offer of confiden-
tial access shall contain such restrictions
as to persons entitled to access, and on the
use and disposition of any information
accessed, as would apply had a protective
order been entered for the purpose of pro-
tecting trade secrets and other confiden-
tial business information. A request for ac-
cess to an application under an offer of
confidential access shall be considered ac-
ceptance of the offer of confidential access
with the restrictions as to persons entitled
to access, and on the use and disposition of
any information accessed, contained in the
offer of confidential access, and those re-
strictions and other terms of the offer of
confidential access shall be considered
terms of an enforceable contract. Any per-
son provided an offer of confidential access
shall review the application for the sole
and limited purpose of evaluating possible
infringement of the patent that is the sub-
ject of the certification under subsection
(b)(2)(A)(iv) and for no other purpose, and
may not disclose information of no rel-
evance to any issue of patent infringement
to any person other than a person provided
an offer of confidential access. Further,
the application may be redacted by the ap-
plicant to remove any information of no
relevance to any issue of patent infringe-
ment.

(ii) COUNTERCLAIM TO INFRINGEMENT AC-
TION.—

(I) IN GENERAL.—If an owner of the pat-
ent or the holder of the approved applica-
tion under subsection (b) for the drug that
is claimed by the patent or a use of which
is claimed by the patent brings a patent
infringement action against the applicant,
the applicant may assert a counterclaim
seeking an order requiring the holder to
correct or delete the patent information
submitted by the holder under subsection
(b) or this subsection on the ground that
the patent does not claim either—

(aa) the drug for which the application
was approved; or
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(bb) an approved method of using the
drug.

(II) NO INDEPENDENT CAUSE OF ACTION.—
Subclause (I) does not authorize the asser-
tion of a claim described in subclause (I) in
any civil action or proceeding other than a
counterclaim described in subclause (I).

(iii) NO DAMAGES.—An applicant shall not
be entitled to damages in a civil action
under clause (i) or a counterclaim under
clause (ii).

(E)(@) If an application (other than an abbre-
viated new drug application) submitted under
subsection (b) for a drug, no active ingredient
(including any ester or salt of the active ingre-
dient) of which has been approved in any other
application under subsection (b), was approved
during the period beginning January 1, 1982,
and ending on September 24, 1984, the Sec-
retary may not make the approval of another
application for a drug for which the investiga-
tions described in subsection (b)(1)(A)(i) and
relied upon by the applicant for approval of
the application were not conducted by or for
the applicant and for which the applicant has
not obtained a right of reference or use from
the person by or for whom the investigations
were conducted effective before the expiration
of ten years from the date of the approval of
the application previously approved under sub-
section (b).

(ii) If an application submitted under sub-
section (b) for a drug, no active ingredient (in-
cluding any ester or salt of the active ingre-
dient) of which has been approved in any other
application under subsection (b), is approved
after September 24, 1984, no application which
refers to the drug for which the subsection (b)
application was submitted and for which the
investigations described in subsection
(b)(1)(A)(i) and relied upon by the applicant for
approval of the application were not con-
ducted by or for the applicant and for which
the applicant has not obtained a right of ref-
erence or use from the person by or for whom
the investigations were conducted may be sub-
mitted under subsection (b) before the expira-
tion of five years from the date of the approval
of the application under subsection (b), except
that such an application may be submitted
under subsection (b) after the expiration of
four years from the date of the approval of the
subsection (b) application if it contains a cer-
tification of patent invalidity or noninfringe-
ment described in clause (iv) of subsection
(b)(2)(A). The approval of such an application
shall be made effective in accordance with this
paragraph except that, if an action for patent
infringement is commenced during the one-
year period beginning forty-eight months after
the date of the approval of the subsection (b)
application, the thirty-month period referred
to in subparagraph (C) shall be extended by
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active ingredient) that has been approved in
another application approved under subsection
(b), is approved after September 24, 1984, and if
such application contains reports of new clin-
ical investigations (other than bioavailability
studies) essential to the approval of the appli-
cation and conducted or sponsored by the ap-
plicant, the Secretary may not make the ap-
proval of an application submitted under sub-
section (b) for the conditions of approval of
such drug in the approved subsection (b) appli-
cation effective before the expiration of three
years from the date of the approval of the ap-
plication under subsection (b) if the investiga-
tions described in subsection (b)(1)(A)(i) and
relied upon by the applicant for approval of
the application were not conducted by or for
the applicant and if the applicant has not ob-
tained a right of reference or use from the per-
son by or for whom the investigations were
conducted.

(iv) If a supplement to an application ap-
proved under subsection (b) is approved after
September 24, 1984, and the supplement con-
tains reports of new clinical investigations
(other than bioavailabilty?! studies) essential
to the approval of the supplement and con-
ducted or sponsored by the person submitting
the supplement, the Secretary may not make
the approval of an application submitted
under subsection (b) for a change approved in
the supplement effective before the expiration
of three years from the date of the approval of
the supplement under subsection (b) if the in-
vestigations described in subsection
(b)(1)(A)() and relied upon by the applicant for
approval of the application were not con-
ducted by or for the applicant and if the appli-
cant has not obtained a right of reference or
use from the person by or for whom the inves-
tigations were conducted.

(v) If an application (or supplement to an ap-
plication) submitted under subsection (b) for a
drug, which includes an active ingredient (in-
cluding any ester or salt of the active ingre-
dient) that has been approved in another ap-
plication under subsection (b), was approved
during the period beginning January 1, 1982,
and ending on September 24, 1984, the Sec-
retary may not make the approval of an appli-
cation submitted under this subsection and for
which the investigations described in sub-
section (b)(1)(A)(A) and relied upon by the ap-
plicant for approval of the application were
not conducted by or for the applicant and for
which the applicant has not obtained a right
of reference or use from the person by or for
whom the investigations were conducted and
which refers to the drug for which the sub-
section (b) application was submitted effective
before the expiration of two years from Sep-
tember 24, 1984.

(4) A drug manufactured in a pilot or other

small facility may be used to demonstrate the
safety and effectiveness of the drug and to ob-
tain approval for the drug prior to manufacture
of the drug in a larger facility, unless the Sec-
retary makes a determination that a full scale

such amount of time (if any) which is required
for seven and one-half years to have elapsed
from the date of approval of the subsection (b)
application.

(iii) If an application submitted under sub-
section (b) for a drug, which includes an active

ingredient (including any ester or salt of the 180 in original. Probably should be ‘‘bioavailability.
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production facility is necessary to ensure the
safety or effectiveness of the drug.

(5)(A) The Secretary may rely upon qualified
data summaries to support the approval of a
supplemental application, with respect to a
qualified indication for a drug, submitted under
subsection (b), if such supplemental application
complies with subparagraph (B).

(B) A supplemental application is eligible for
review as described in subparagraph (A) only if—

(i) there is existing data available and ac-
ceptable to the Secretary demonstrating the
safety of the drug; and

(ii) all data used to develop the qualified
data summaries are submitted to the Sec-
retary as part of the supplemental application.

(C) The Secretary shall post on the Internet
website of the Food and Drug Administration
and update annually—

(i) the number of applications reviewed sole-
ly under subparagraph (A) or section
262(a)(2)(E) of title 42;

(ii) the average time for completion of re-
view under subparagraph (A) or section
262(a)(2)(E) of title 42;

(iii) the average time for review of supple-
mental applications where the Secretary did
not use review flexibility under subparagraph
(A) or section 262(a)(2)(E) of title 42; and

(iv) the number of applications reviewed
under subparagraph (A) or section 262(a)(2)(E)
of title 42 for which the Secretary made use of
full data sets in addition to the qualified data
summary.

(D) In this paragraph—

(i) the term ‘‘qualified indication” means an
indication for a drug that the Secretary deter-
mines to be appropriate for summary level re-
view under this paragraph; and

(ii) the term ‘‘qualified data summary”’
means a summary of clinical data that dem-
onstrates the safety and effectiveness of a
drug with respect to a qualified indication.

(d) Grounds for refusing application; approval of
application; “substantial evidence” defined

If the Secretary finds, after due notice to the
applicant in accordance with subsection (c¢) and
giving him an opportunity for a hearing, in ac-
cordance with said subsection, that (1) the in-
vestigations, reports of which are required to be
submitted to the Secretary pursuant to sub-
section (b), do not include adequate tests by all
methods reasonably applicable to show whether
or not such drug is safe for use under the condi-
tions prescribed, recommended, or suggested in
the proposed labeling thereof; (2) the results of
such tests show that such drug is unsafe for use
under such conditions or do not show that such
drug is safe for use under such conditions; (3) the
methods used in, and the facilities and controls
used for, the manufacture, processing, and pack-
ing of such drug are inadequate to preserve its
identity, strength, quality, and purity; (4) upon
the basis of the information submitted to him as
part of the application, or upon the basis of any
other information before him with respect to
such drug, he has insufficient information to de-
termine whether such drug is safe for use under
such conditions; or (5) evaluated on the basis of

TITLE 21—FOOD AND DRUGS

Page 182

the information submitted to him as part of the
application and any other information before
him with respect to such drug, there is a lack of
substantial evidence that the drug will have the
effect it purports or is represented to have under
the conditions of use prescribed, recommended,
or suggested in the proposed labeling thereof; or
(6) the application failed to contain the patent
information prescribed by subsection (b); or (7)
based on a fair evaluation of all material facts,
such labeling is false or misleading in any par-
ticular; he shall issue an order refusing to ap-
prove the application. If, after such notice and
opportunity for hearing, the Secretary finds
that clauses (1) through (6) do not apply, he
shall issue an order approving the application.
As used in this subsection and subsection (e),
the term ‘‘substantial evidence’ means evidence
consisting of adequate and well-controlled inves-
tigations, including clinical investigations, by
experts qualified by scientific training and expe-
rience to evaluate the effectiveness of the drug
involved, on the basis of which it could fairly
and responsibly be concluded by such experts
that the drug will have the effect it purports or
is represented to have under the conditions of
use prescribed, recommended, or suggested in
the labeling or proposed labeling thereof. If the
Secretary determines, based on relevant science,
that data from one adequate and well-controlled
clinical investigation and confirmatory evidence
(obtained prior to or after such investigation)
are sufficient to establish effectiveness, the Sec-
retary may consider such data and evidence to
constitute substantial evidence for purposes of
the preceding sentence. The Secretary shall im-
plement a structured risk-benefit assessment
framework in the new drug approval process to
facilitate the balanced consideration of benefits
and risks, a consistent and systematic approach
to the discussion and regulatory decision-
making, and the communication of the benefits
and risks of new drugs. Nothing in the preceding
sentence shall alter the criteria for evaluating
an application for marketing approval of a drug.

(e) Withdrawal of approval; grounds; immediate
suspension upon finding imminent hazard to
public health

The Secretary shall, after due notice and op-
portunity for hearing to the applicant, withdraw
approval of an application with respect to any
drug under this section if the Secretary finds (1)
that clinical or other experience, tests, or other
scientific data show that such drug is unsafe for
use under the conditions of use upon the basis of
which the application was approved; (2) that new
evidence of clinical experience, not contained in
such application or not available to the Sec-
retary until after such application was ap-
proved, or tests by new methods, or tests by
methods not deemed reasonably applicable when
such application was approved, evaluated to-
gether with the evidence available to the Sec-
retary when the application was approved,
shows that such drug is not shown to be safe for
use under the conditions of use upon the basis of
which the application was approved; or (3) on
the basis of new information before him with re-
spect to such drug, evaluated together with the
evidence available to him when the application
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was approved, that there is a lack of substantial
evidence that the drug will have the effect it
purports or is represented to have under the con-
ditions of use prescribed, recommended, or sug-
gested in the labeling thereof; or (4) the patent
information prescribed by subsection (c¢) was not
filed within thirty days after the receipt of writ-
ten notice from the Secretary specifying the
failure to file such information; or (5) that the
application contains any untrue statement of a
material fact: Provided, That if the Secretary (or
in his absence the officer acting as Secretary)
finds that there is an imminent hazard to the
public health, he may suspend the approval of
such application immediately, and give the ap-
plicant prompt notice of his action and afford
the applicant the opportunity for an expedited
hearing under this subsection; but the authority
conferred by this proviso to suspend the ap-
proval of an application shall not be delegated.
The Secretary may also, after due notice and op-
portunity for hearing to the applicant, withdraw
the approval of an application submitted under
subsection (b) or (j) with respect to any drug
under this section if the Secretary finds (1) that
the applicant has failed to establish a system for
maintaining required records, or has repeatedly
or deliberately failed to maintain such records
or to make required reports, in accordance with
a regulation or order under subsection (K) or to
comply with the notice requirements of section
360(k)(2) of this title, or the applicant has re-
fused to permit access to, or copying or
verification of, such records as required by para-
graph (2) of such subsection; or (2) that on the
basis of new information before him, evaluated
together with the evidence before him when the
application was approved, the methods used in,
or the facilities and controls used for, the manu-
facture, processing, and packing of such drug
are inadequate to assure and preserve its iden-
tity, strength, quality, and purity and were not
made adequate within a reasonable time after
receipt of written notice from the Secretary
specifying the matter complained of; or (3) that
on the basis of new information before him,
evaluated together with the evidence before him
when the application was approved, the labeling
of such drug, based on a fair evaluation of all
material facts, is false or misleading in any par-
ticular and was not corrected within a reason-
able time after receipt of written notice from
the Secretary specifying the matter complained
of. Any order under this subsection shall state
the findings upon which it is based. The Sec-
retary may withdraw the approval of an applica-
tion submitted under this section, or suspend
the approval of such an application, as provided
under this subsection, without first ordering the
applicant to submit an assessment of the ap-
proved risk evaluation and mitigation strategy
for the drug under section 355-1(g)(2)(D) of this
title.

(f) Revocation of order refusing, withdrawing or

suspending approval of application

Whenever the Secretary finds that the facts so
require, he shall revoke any previous order
under subsection (d) or (e) refusing, with-
drawing, or suspending approval of an applica-
tion and shall approve such application or rein-
state such approval, as may be appropriate.
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(g) Service of orders

Orders of the Secretary issued under this sec-
tion shall be served (1) in person by any officer
or employee of the department designated by
the Secretary or (2) by mailing the order by reg-
istered mail or by certified mail addressed to
the applicant or respondent at his last-known
address in the records of the Secretary.

(h) Appeal from order

An appeal may be taken by the applicant from
an order of the Secretary refusing or with-
drawing approval of an application under this
section. Such appeal shall be taken by filing in
the United States court of appeals for the cir-
cuit wherein such applicant resides or has his
principal place of business, or in the United
States Court of Appeals for the District of Co-
lumbia Circuit, within sixty days after the entry
of such order, a written petition praying that
the order of the Secretary be set aside. A copy
of such petition shall be forthwith transmitted
by the clerk of the court to the Secretary, or
any officer designated by him for that purpose,
and thereupon the Secretary shall certify and
file in the court the record upon which the order
complained of was entered, as provided in sec-
tion 2112 of title 28. Upon the filing of such peti-
tion such court shall have exclusive jurisdiction
to affirm or set aside such order, except that
until the filing of the record the Secretary may
modify or set aside his order. No objection to
the order of the Secretary shall be considered by
the court unless such objection shall have been
urged before the Secretary or unless there were
reasonable grounds for failure so to do. The find-
ing of the Secretary as to the facts, if supported
by substantial evidence, shall be conclusive. If
any person shall apply to the court for leave to
adduce additional evidence, and shall show to
the satisfaction of the court that such addi-
tional evidence is material and that there were
reasonable grounds for failure to adduce such
evidence in the proceeding before the Secretary,
the court may order such additional evidence to
be taken before the Secretary and to be adduced
upon the hearing in such manner and upon such
terms and conditions as to the court may seem
proper. The Secretary may modify his findings
as to the facts by reason of the additional evi-
dence so taken, and he shall file with the court
such modified findings which, if supported by
substantial evidence, shall be conclusive, and
his recommendation, if any, for the setting aside
of the original order. The judgment of the court
affirming or setting aside any such order of the
Secretary shall be final, subject to review by the
Supreme Court of the United States upon certio-
rari or certification as provided in section 1254
of title 28. The commencement of proceedings
under this subsection shall not, unless specifi-
cally ordered by the court to the contrary, oper-
ate as a stay of the Secretary’s order.

(i) Exemptions of drugs for research; discre-
tionary and mandatory conditions; direct re-
ports to Secretary

(1) The Secretary shall promulgate regulations
for exempting from the operation of the fore-
going subsections of this section drugs intended
solely for investigational use by experts quali-
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fied by scientific training and experience to in-
vestigate the safety and effectiveness of drugs.
Such regulations may, within the discretion of
the Secretary, among other conditions relating
to the protection of the public health, provide
for conditioning such exemption upon—

(A) the submission to the Secretary, before
any clinical testing of a new drug is under-
taken, of reports, by the manufacturer or the
sponsor of the investigation of such drug, of
preclinical tests (including tests on animals)
of such drug adequate to justify the proposed
clinical testing;

(B) the manufacturer or the sponsor of the
investigation of a new drug proposed to be dis-
tributed to investigators for clinical testing
obtaining a signed agreement from each of
such investigators that patients to whom the
drug is administered will be under his personal
supervision, or under the supervision of inves-
tigators responsible to him, and that he will
not supply such drug to any other investi-
gator, or to clinics, for administration to
human beings;

(C) the establishment and maintenance of
such records, and the making of such reports
to the Secretary, by the manufacturer or the
sponsor of the investigation of such drug, of
data (including but not limited to analytical
reports by investigators) obtained as the re-
sult of such investigational use of such drug,
as the Secretary finds will enable him to
evaluate the safety and effectiveness of such
drug in the event of the filing of an applica-
tion pursuant to subsection (b); and

(D) the submission to the Secretary by the
manufacturer or the sponsor of the investiga-
tion of a new drug of a statement of intent re-
garding whether the manufacturer or sponsor
has plans for assessing pediatric safety and ef-
ficacy.

(2) Subject to paragraph (3), a clinical inves-
tigation of a new drug may begin 30 days after
the Secretary has received from the manufac-
turer or sponsor of the investigation a submis-
sion containing such information about the drug
and the clinical investigation, including—

(A) information on design of the investiga-
tion and adequate reports of basic informa-
tion, certified by the applicant to be accurate
reports, necessary to assess the safety of the
drug for use in clinical investigation; and

(B) adequate information on the chemistry
and manufacturing of the drug, controls avail-
able for the drug, and primary data tabula-
tions from animal or human studies.

(3)(A) At any time, the Secretary may prohibit
the sponsor of an investigation from conducting
the investigation (referred to in this paragraph
as a ‘‘clinical hold”) if the Secretary makes a
determination described in subparagraph (B).
The Secretary shall specify the basis for the
clinical hold, including the specific information
available to the Secretary which served as the
basis for such clinical hold, and confirm such de-
termination in writing.

(B) For purposes of subparagraph (A), a deter-
mination described in this subparagraph with
respect to a clinical hold is that—

(i) the drug involved represents an unreason-
able risk to the safety of the persons who are
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the subjects of the clinical investigation, tak-
ing into account the qualifications of the clin-
ical investigators, information about the drug,
the design of the clinical investigation, the
condition for which the drug is to be inves-
tigated, and the health status of the subjects
involved; or

(ii) the clinical hold should be issued for
such other reasons as the Secretary may by
regulation establish (including reasons estab-
lished by regulation before November 21, 1997).

(C) Any written request to the Secretary from
the sponsor of an investigation that a clinical
hold be removed shall receive a decision, in writ-
ing and specifying the reasons therefor, within
30 days after receipt of such request. Any such
request shall include sufficient information to
support the removal of such clinical hold.

(4) Regulations under paragraph (1) shall pro-
vide that such exemption shall be conditioned
upon the manufacturer, or the sponsor of the in-
vestigation, requiring that experts using such
drugs for investigational purposes certify to
such manufacturer or sponsor that they will in-
form any human beings to whom such drugs, or
any controls used in connection therewith, are
being administered, or their representatives,
that such drugs are being used for investiga-
tional purposes and will obtain the consent of
such human beings or their representatives, ex-
cept where it is not feasible, it is contrary to the
best interests of such human beings, or the pro-
posed clinical testing poses no more than mini-
mal risk to such human beings and includes ap-
propriate safeguards as prescribed to protect the
rights, safety, and welfare of such human beings.
Nothing in this subsection shall be construed to
require any clinical investigator to submit di-
rectly to the Secretary reports on the investiga-
tional use of drugs. The Secretary shall update
such regulations to require inclusion in the in-
formed consent documents and process a state-
ment that clinical trial information for such
clinical investigation has been or will be sub-
mitted for inclusion in the registry data bank
pursuant to subsection (j) of section 282 of title
42.

(j) Abbreviated new drug applications

(1) Any person may file with the Secretary an
abbreviated application for the approval of a
new drug.

(2)(A) An abbreviated application for a new
drug shall contain—

(i) information to show that the conditions
of use prescribed, recommended, or suggested
in the labeling proposed for the new drug have
been previously approved for a drug listed
under paragraph (7) (hereinafter in this sub-
section referred to as a ‘‘listed drug”’);

(ii)(I) if the listed drug referred to in clause
(i) has only one active ingredient, information
to show that the active ingredient of the new
drug is the same as that of the listed drug;

(IT) if the listed drug referred to in clause (i)
has more than one active ingredient, informa-
tion to show that the active ingredients of the
new drug are the same as those of the listed
drug, or

(ITI) if the listed drug referred to in clause (i)
has more than one active ingredient and if one
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of the active ingredients of the new drug is dif-
ferent and the application is filed pursuant to
the approval of a petition filed under subpara-
graph (C), information to show that the other
active ingredients of the new drug are the
same as the active ingredients of the listed
drug, information to show that the different
active ingredient is an active ingredient of a
listed drug or of a drug which does not meet
the requirements of section 321(p) of this title,
and such other information respecting the dif-
ferent active ingredient with respect to which
the petition was filed as the Secretary may re-
quire;

(iii) information to show that the route of
administration, the dosage form, and the
strength of the new drug are the same as those
of the listed drug referred to in clause (i) or,
if the route of administration, the dosage
form, or the strength of the new drug is dif-
ferent and the application is filed pursuant to
the approval of a petition filed under subpara-
graph (C), such information respecting the
route of administration, dosage form, or
strength with respect to which the petition
was filed as the Secretary may require;

(iv) information to show that the new drug
is bioequivalent to the listed drug referred to
in clause (i), except that if the application is
filed pursuant to the approval of a petition
filed under subparagraph (C), information to
show that the active ingredients of the new
drug are of the same pharmacological or
therapeutic class as those of the listed drug
referred to in clause (i) and the new drug can
be expected to have the same therapeutic ef-
fect as the listed drug when administered to
patients for a condition of use referred to in
clause (1);

(v) information to show that the labeling
proposed for the new drug is the same as the
labeling approved for the listed drug referred
to in clause (i) except for changes required be-
cause of differences approved under a petition
filed under subparagraph (C) or because the
new drug and the listed drug are produced or
distributed by different manufacturers;

(vi) the items specified in clauses (ii)
through (vi) of subsection (b)(1)(A);

(vii) a certification, in the opinion of the ap-
plicant and to the best of his knowledge, with
respect to each patent which claims the listed
drug referred to in clause (i) or which claims
a use for such listed drug for which the appli-
cant is seeking approval under this subsection
and for which information is required to be
filed under subsection (b) or (¢c)—

(I) that such patent information has not
been filed,

(IT) that such patent has expired,

(ITI) of the date on which such patent will
expire, or

(IV) that such patent is invalid or will not
be infringed by the manufacture, use, or sale
of the new drug for which the application is
submitted; and

(viii) if with respect to the listed drug re-
ferred to in clause (i) information was filed
under subsection (b) or (c¢) for a method of use
patent which does not claim a use for which
the applicant is seeking approval under this
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subsection, a statement that the method of
use patent does not claim such a use.

The Secretary may not require that an abbre-
viated application contain information in addi-
tion to that required by clauses (i) through
(viii).

(B) NOTICE OF OPINION THAT PATENT IS INVALID
OR WILL NOT BE INFRINGED.—

(i) AGREEMENT TO GIVE NOTICE.—An applicant
that makes a certification described in sub-
paragraph (A)(vii)(IV) shall include in the ap-
plication a statement that the applicant will
give notice as required by this subparagraph.

(ii) TIMING OF NOTICE.—An applicant that
makes a certification described in subpara-
graph (A)(vii)(IV) shall give notice as required
under this subparagraph—

(I) if the certification is in the application,
not later than 20 days after the date of the
postmark on the notice with which the Sec-
retary informs the applicant that the appli-
cation has been filed; or

(IT) if the certification is in an amendment
or supplement to the application, at the
time at which the applicant submits the
amendment or supplement, regardless of
whether the applicant has already given no-
tice with respect to another such certifi-
cation contained in the application or in an
amendment or supplement to the applica-
tion.

(iii) RECIPIENTS OF NOTICE.—An applicant re-
quired under this subparagraph to give notice
shall give notice to—

(I) each owner of the patent that is the
subject of the certification (or a representa-
tive of the owner designated to receive such
a notice); and

(IT) the holder of the approved application
under subsection (b) for the drug that is
claimed by the patent or a use of which is
claimed by the patent (or a representative of
the holder designated to receive such a no-
tice).

(iv) CONTENTS OF NOTICE.—A notice required
under this subparagraph shall—

(I) state that an application that contains
data from bioavailability or bioequivalence
studies has been submitted under this sub-
section for the drug with respect to which
the certification is made to obtain approval
to engage in the commercial manufacture,
use, or sale of the drug before the expiration
of the patent referred to in the certification;
and

(IT) include a detailed statement of the fac-
tual and legal basis of the opinion of the ap-
plicant that the patent is invalid or will not
be infringed.

(C) If a person wants to submit an abbreviated
application for a new drug which has a different
active ingredient or whose route of administra-
tion, dosage form, or strength differ from that of
a listed drug, such person shall submit a peti-
tion to the Secretary seeking permission to file
such an application. The Secretary shall ap-
prove or disapprove a petition submitted under
this subparagraph within ninety days of the date
the petition is submitted. The Secretary shall
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approve such a petition unless the Secretary
finds—

(i) that investigations must be conducted to
show the safety and effectiveness of the drug
or of any of its active ingredients, the route of
administration, the dosage form, or strength
which differ from the listed drug; or

(ii) that any drug with a different active in-
gredient may not be adequately evaluated for
approval as safe and effective on the basis of
the information required to be submitted in an
abbreviated application.

(D)(i) An applicant may not amend or supple-
ment an application to seek approval of a drug
referring to a different listed drug from the list-
ed drug identified in the application as sub-
mitted to the Secretary.

(ii) With respect to the drug for which an ap-
plication is submitted, nothing in this sub-
section prohibits an applicant from amending or
supplementing the application to seek approval
of a different strength.

(iii) Within 60 days after December 8, 2003, the
Secretary shall issue guidance defining the term
“listed drug’’ for purposes of this subparagraph.

(3)(A) The Secretary shall issue guidance for
the individuals who review applications sub-
mitted under paragraph (1), which shall relate to
promptness in conducting the review, technical
excellence, lack of bias and conflict of interest,
and knowledge of regulatory and scientific
standards, and which shall apply equally to all
individuals who review such applications.

(B) The Secretary shall meet with a sponsor of
an investigation or an applicant for approval for
a drug under this subsection if the sponsor or
applicant makes a reasonable written request
for a meeting for the purpose of reaching agree-
ment on the design and size of bioavailability
and bioequivalence studies needed for approval
of such application. The sponsor or applicant
shall provide information necessary for discus-
sion and agreement on the design and size of
such studies. Minutes of any such meeting shall
be prepared by the Secretary and made available
to the sponsor or applicant.

(C) Any agreement regarding the parameters
of design and size of bioavailability and bio-
equivalence studies of a drug under this para-
graph that is reached between the Secretary and
a sponsor or applicant shall be reduced to writ-
ing and made part of the administrative record
by the Secretary. Such agreement shall not be
changed after the testing begins, except—

(i) with the written agreement of the spon-
sor or applicant; or

(ii) pursuant to a decision, made in accord-
ance with subparagraph (D) by the director of
the reviewing division, that a substantial sci-
entific issue essential to determining the safe-
ty or effectiveness of the drug has been identi-
fied after the testing has begun.

(D) A decision under subparagraph (C)(ii) by
the director shall be in writing and the Sec-
retary shall provide to the sponsor or applicant
an opportunity for a meeting at which the direc-
tor and the sponsor or applicant will be present
and at which the director will document the sci-
entific issue involved.

(E) The written decisions of the reviewing di-
vision shall be binding upon, and may not di-
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rectly or indirectly be changed by, the field or
compliance office personnel unless such field or
compliance office personnel demonstrate to the
reviewing division why such decision should be
modified.

(F) No action by the reviewing division may be
delayed because of the unavailability of infor-
mation from or action by field personnel unless
the reviewing division determines that a delay
is necessary to assure the marketing of a safe
and effective drug.

(G) For purposes of this paragraph, the review-
ing division is the division responsible for the
review of an application for approval of a drug
under this subsection (including scientific mat-
ters, chemistry, manufacturing, and controls).

(4) Subject to paragraph (5), the Secretary
shall approve an application for a drug unless
the Secretary finds—

(A) the methods used in, or the facilities and
controls used for, the manufacture, proc-
essing, and packing of the drug are inadequate
to assure and preserve its identity, strength,
quality, and purity;

(B) information submitted with the applica-
tion is insufficient to show that each of the
proposed conditions of use have been pre-
viously approved for the listed drug referred to
in the application;

(C)(1) if the listed drug has only one active
ingredient, information submitted with the
application is insufficient to show that the ac-
tive ingredient is the same as that of the list-
ed drug;

(ii) if the listed drug has more than one ac-
tive ingredient, information submitted with
the application is insufficient to show that the
active ingredients are the same as the active
ingredients of the listed drug, or

(iii) if the listed drug has more than one ac-
tive ingredient and if the application is for a
drug which has an active ingredient different
from the listed drug, information submitted
with the application is insufficient to show—

(I) that the other active ingredients are
the same as the active ingredients of the
listed drug, or

(IT) that the different active ingredient is

an active ingredient of a listed drug or a

drug which does not meet the requirements

of section 321(p) of this title,

or no petition to file an application for the
drug with the different ingredient was ap-
proved under paragraph (2)(C);

(D)(i) if the application is for a drug whose
route of administration, dosage form, or
strength of the drug is the same as the route
of administration, dosage form, or strength of
the listed drug referred to in the application,
information submitted in the application is in-
sufficient to show that the route of adminis-
tration, dosage form, or strength is the same
as that of the listed drug, or

(ii) if the application is for a drug whose
route of administration, dosage form, or
strength of the drug is different from that of
the listed drug referred to in the application,
no petition to file an application for the drug
with the different route of administration,
dosage form, or strength was approved under
paragraph (2)(C);
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(BE) if the application was filed pursuant to
the approval of a petition under paragraph
(2)(C), the application did not contain the in-
formation required by the Secretary respect-
ing the active ingredient, route of administra-
tion, dosage form, or strength which is not the
same;

(F) information submitted in the application
is insufficient to show that the drug is bio-
equivalent to the listed drug referred to in the
application or, if the application was filed pur-
suant to a petition approved under paragraph
(2)(C), information submitted in the applica-
tion is insufficient to show that the active in-
gredients of the new drug are of the same
pharmacological or therapeutic class as those
of the listed drug referred to in paragraph
(2)(A)(i) and that the new drug can be expected
to have the same therapeutic effect as the list-
ed drug when administered to patients for a
condition of use referred to in such paragraph;

(G) information submitted in the application
is insufficient to show that the labeling pro-
posed for the drug is the same as the labeling
approved for the listed drug referred to in the
application except for changes required be-
cause of differences approved under a petition
filed under paragraph (2)(C) or because the
drug and the listed drug are produced or dis-
tributed by different manufacturers;

(H) information submitted in the application
or any other information available to the Sec-
retary shows that (i) the inactive ingredients
of the drug are unsafe for use under the condi-
tions prescribed, recommended, or suggested
in the labeling proposed for the drug, or (ii)
the composition of the drug is unsafe under
such conditions because of the type or quan-
tity of inactive ingredients included or the
manner in which the inactive ingredients are
included;

(I) the approval under subsection (c) of the
listed drug referred to in the application under
this subsection has been withdrawn or sus-
pended for grounds described in the first sen-
tence of subsection (e), the Secretary has pub-
lished a notice of opportunity for hearing to
withdraw approval of the listed drug under
subsection (c¢) for grounds described in the
first sentence of subsection (e), the approval
under this subsection of the listed drug re-
ferred to in the application under this sub-
section has been withdrawn or suspended
under paragraph (6), or the Secretary has de-
termined that the listed drug has been with-
drawn from sale for safety or effectiveness rea-
sons;

(J) the application does not meet any other
requirement of paragraph (2)(A); or

(K) the application contains an untrue state-
ment of material fact.

(5)(A) Within one hundred and eighty days of
the initial receipt of an application under para-
graph (2) or within such additional period as
may be agreed upon by the Secretary and the
applicant, the Secretary shall approve or dis-
approve the application.

(B) The approval of an application submitted
under paragraph (2) shall be made effective on
the last applicable date determined by applying
the following to each certification made under
paragraph (2)(A)(vii):

(i) If the applicant only made a certification
described in subclause (I) or (II) of paragraph
(2)(A)(vii) or in both such subclauses, the ap-
proval may be made effective immediately.

(ii) If the applicant made a certification de-
scribed in subclause (III) of paragraph
(2)(A)(vii), the approval may be made effective
on the date certified under subclause (III).

(iii) If the applicant made a certification de-
scribed in subclause (IV) of paragraph
(2)(A)(vii), the approval shall be made effective
immediately unless, before the expiration of 45
days after the date on which the notice de-
scribed in paragraph (2)(B) is received, an ac-
tion is brought for infringement of the patent
that is the subject of the certification and for
which information was submitted to the Sec-
retary under subsection (b)(1) or (c)(2) before
the date on which the application (excluding
an amendment or supplement to the applica-
tion), which the Secretary later determines to
be substantially complete, was submitted. If
such an action is brought before the expiration
of such days, the approval shall be made effec-
tive upon the expiration of the thirty-month
period beginning on the date of the receipt of
the notice provided under paragraph (2)(B)(i)
or such shorter or longer period as the court
may order because either party to the action
failed to reasonably cooperate in expediting
the action, except that—

(I) if before the expiration of such period
the district court decides that the patent is
invalid or not infringed (including any sub-
stantive determination that there is no
cause of action for patent infringement or
invalidity), the approval shall be made effec-
tive on—

(aa) the date on which the court enters
judgment reflecting the decision; or

(bb) the date of a settlement order or
consent decree signed and entered by the
court stating that the patent that is the
subject of the certification is invalid or
not infringed;

(IT) if before the expiration of such period
the district court decides that the patent
has been infringed—

(aa) if the judgment of the district court
is appealed, the approval shall be made ef-
fective on—

(AA) the date on which the court of ap-
peals decides that the patent is invalid
or not infringed (including any sub-
stantive determination that there is no
cause of action for patent infringement
or invalidity); or

(BB) the date of a settlement order or
consent decree signed and entered by the
court of appeals stating that the patent
that is the subject of the certification is
invalid or not infringed; or

(bb) if the judgment of the district court
is not appealed or is affirmed, the approval
shall be made effective on the date speci-
fied by the district court in a court order
under section 271(e)(4)(A) of title 35;

(III) if before the expiration of such period
the court grants a preliminary injunction
prohibiting the applicant from engaging in
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the commercial manufacture or sale of the
drug until the court decides the issues of
patent validity and infringement and if the
court decides that such patent is invalid or
not infringed, the approval shall be made ef-
fective as provided in subclause (I); or

(IV) if before the expiration of such period
the court grants a preliminary injunction
prohibiting the applicant from engaging in
the commercial manufacture or sale of the
drug until the court decides the issues of
patent validity and infringement and if the
court decides that such patent has been in-
fringed, the approval shall be made effective
as provided in subclause (II).

In such an action, each of the parties shall
reasonably cooperate in expediting the action.

(iv) 180-DAY EXCLUSIVITY PERIOD.—

(I) EFFECTIVENESS OF APPLICATION.—Sub-
ject to subparagraph (D), if the application
contains a certification described in para-
graph (2)(A)(vii)(IV) and is for a drug for
which a first applicant has submitted an ap-
plication containing such a certification, the
application shall be made effective on the
date that is 180 days after the date of the
first commercial marketing of the drug (in-
cluding the commercial marketing of the
listed drug) by any first applicant.

(IT) DEFINITIONS.—In this paragraph:

(aa) 180-DAY EXCLUSIVITY PERIOD.—The
term ‘‘180-day exclusivity period’’ means
the 180-day period ending on the day before
the date on which an application sub-
mitted by an applicant other than a first
applicant could become effective under
this clause.

(bb) FIRST APPLICANT.—As used in this
subsection, the term ‘first applicant”
means an applicant that, on the first day
on which a substantially complete applica-
tion containing a certification described in
paragraph (2)(A)(vii)(IV) is submitted for
approval of a drug, submits a substantially
complete application that contains and
lawfully maintains a certification de-
scribed in paragraph (2)(A)(vii)(IV) for the
drug.

(cc) SUBSTANTIALLY COMPLETE APPLICA-
TION.—As used in this subsection, the term
“substantially complete application”
means an application under this sub-
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retary is not an approved drug and shall
not have an effective approval until the
Secretary issues an approval after any
necessary additional review of the appli-
cation.

(v) 180-DAY EXCLUSIVITY PERIOD FOR COMPETI-

TIVE GENERIC THERAPIES.—

(I) EFFECTIVENESS OF APPLICATION.—Sub-
ject to subparagraph (D)(iv), if the applica-
tion is for a drug that is the same as a com-
petitive generic therapy for which any first
approved applicant has commenced commer-
cial marketing, the application shall be
made effective on the date that is 180 days
after the date of the first commercial mar-
keting of the competitive generic therapy
(including the commercial marketing of the
listed drug) by any first approved applicant.

(IT) LIMITATION.—The exclusivity period
under subclause (I) shall not apply with re-
spect to a competitive generic therapy that
has previously received an exclusivity period
under subclause (I).

(IIT) DEFINITIONS.—In this clause and sub-
paragraph (D)(@iv):

(aa) The term ‘‘competitive generic ther-
apy’’ means a drug—

(AA) that is designated as a competi-
tive generic therapy under section 356h
of this title; and

(BB) for which there are no unexpired
patents or exclusivities on the list of
products described in section 355(j)(7)(A)
of this title at the time of submission.

(bb) The term ‘‘first approved applicant’’
means any applicant that has submitted
an application that—

(AA) is for a competitive generic ther-
apy that is approved on the first day on
which any application for such competi-
tive generic therapy is approved;

(BB) is not eligible for a 180-day exclu-
sivity period under clause (iv) for the
drug that is the subject of the applica-
tion for the competitive generic therapy;
and

(CC) is not for a drug for which all drug
versions have forfeited eligibility for a
180-day exclusivity period under clause
(iv) pursuant to subparagraph (D).

section that on its face is sufficiently com- (C) CIVIL ACTION TO OBTAIN PATENT CER-

plete to permit a substantive review and TAINTY.—
contains all the information required by (i) DECLARATORY JUDGMENT ABSENT INFRINGE-

paragraph (2)(A). MENT ACTION.—
(dd) TENTATIVE APPROVAL.—

(AA) IN GENERAL.—The term ‘‘ten-
tative approval” means notification to
an applicant by the Secretary that an
application under this subsection meets
the requirements of paragraph (2)(A), but
cannot receive effective approval be-
cause the application does not meet the
requirements of this subparagraph, there
is a period of exclusivity for the listed
drug under subparagraph (F) or section
356a of this title, or there is a 7-year pe-
riod of exclusivity for the listed drug
under section 360cc of this title.

(BB) LIMITATION.—A drug that is
granted tentative approval by the Sec-

(I) IN GENERAL.—No action may be brought
under section 2201 of title 28 by an applicant
under paragraph (2) for a declaratory judg-
ment with respect to a patent which is the
subject of the certification referred to in
subparagraph (B)(iii) unless—

(aa) the 45-day period referred to in such
subparagraph has expired;

(bb) neither the owner of such patent nor
the holder of the approved application
under subsection (b) for the drug that is
claimed by the patent or a use of which is
claimed by the patent brought a civil ac-
tion against the applicant for infringe-
ment of the patent before the expiration of
such period; and
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(cc) in any case in which the notice pro-
vided under paragraph (2)(B) relates to
noninfringement, the notice was accom-
panied by a document described in sub-
clause (III).

(IT) FILING OF CIVIL ACTION.—If the condi-
tions described in items (aa), (bb), and as ap-
plicable, (cc) of subclause (I) have been met,
the applicant referred to in such subclause
may, in accordance with section 2201 of title
28, bring a civil action under such section
against the owner or holder referred to in
such subclause (but not against any owner
or holder that has brought such a civil ac-
tion against the applicant, unless that civil
action was dismissed without prejudice) for
a declaratory judgment that the patent is
invalid or will not be infringed by the drug
for which the applicant seeks approval, ex-
cept that such civil action may be brought
for a declaratory judgment that the patent
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under subsection (b) for the drug that is
claimed by the patent or a use of which is
claimed by the patent brings a patent in-
fringement action against the applicant, the
applicant may assert a counterclaim seeking
an order requiring the holder to correct or
delete the patent information submitted by
the holder under subsection (b) or (c) on the
ground that the patent does not claim ei-
ther—
(aa) the drug for which the application
was approved; or
(bb) an approved method of using the
drug.

(II) NO INDEPENDENT CAUSE OF ACTION.—
Subclause (I) does not authorize the asser-
tion of a claim described in subclause (I) in
any civil action or proceeding other than a
counterclaim described in subclause (I).

(iii) NO DAMAGES.—An applicant shall not be

entitled to damages in a civil action under

the condition described in subclause (I)(cc) is clause (i) or a counterclaim under clause (ii).
applicable. A civil action referred to in this (D) FORFEITURE OF 180-DAY EXCLUSIVITY PE-
subclause shall be brought in the judicial RIOD.—
district where the defendant has its prin- (i) DEFINITION OF FORFEITURE EVENT.—In this
cipal place of business or a regular and es- subparagraph, the term ‘‘forfeiture event”,
tablished place of business. with respect to an application under this sub-
(III) OFFER OF CONFIDENTIAL ACCESS TO AP- section, means the occurrence of any of the
PLICATION.—For purposes of subclause (I)(cc), following:

will not be infringed only in a case in which

the document described in this subclause is
a document providing an offer of confiden-
tial access to the application that is in the
custody of the applicant under paragraph (2)
for the purpose of determining whether an
action referred to in subparagraph (B)(iii)
should be brought. The document providing
the offer of confidential access shall contain
such restrictions as to persons entitled to
access, and on the use and disposition of any
information accessed, as would apply had a
protective order been entered for the pur-
pose of protecting trade secrets and other
confidential business information. A request
for access to an application under an offer of
confidential access shall be considered ac-
ceptance of the offer of confidential access
with the restrictions as to persons entitled
to access, and on the use and disposition of
any information accessed, contained in the
offer of confidential access, and those re-
strictions and other terms of the offer of
confidential access shall be considered terms
of an enforceable contract. Any person pro-
vided an offer of confidential access shall re-
view the application for the sole and limited
purpose of evaluating possible infringement
of the patent that is the subject of the cer-
tification under paragraph (2)(A)(vii)(IV) and
for no other purpose, and may not disclose
information of no relevance to any issue of
patent infringement to any person other
than a person provided an offer of confiden-
tial access. Further, the application may be
redacted by the applicant to remove any in-
formation of no relevance to any issue of
patent infringement.

(ii) COUNTERCLAIM TO INFRINGEMENT AC-

TION.—

(I) IN GENERAL.—If an owner of the patent
or the holder of the approved application

(I) FAILURE TO MARKET.—The first appli-
cant fails to market the drug by the later
of—

(aa) the earlier of the date that is—

(AA) 75 days after the date on which
the approval of the application of the
first applicant is made effective under
subparagraph (B)(iii); or

(BB) 30 months after the date of sub-
mission of the application of the first ap-
plicant; or

(bb) with respect to the first applicant or
any other applicant (which other applicant
has received tentative approval), the date
that is 756 days after the date as of which,
as to each of the patents with respect to
which the first applicant submitted and
lawfully maintained a certification quali-
fying the first applicant for the 180-day ex-
clusivity period under subparagraph
(B)(iv), at least 1 of the following has oc-
curred:

(AA) In an infringement action
brought against that applicant with re-
spect to the patent or in a declaratory
judgment action brought by that appli-
cant with respect to the patent, a court
enters a final decision from which no ap-
peal (other than a petition to the Su-
preme Court for a writ of certiorari) has
been or can be taken that the patent is
invalid or not infringed.

(BB) In an infringement action or a de-
claratory judgment action described in
subitem (AA), a court signs a settlement
order or consent decree that enters a
final judgment that includes a finding
that the patent is invalid or not in-
fringed.

(CC) The patent information submitted
under subsection (b) or (¢) is withdrawn
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by the holder of the application approved
under subsection (b).

(II) WITHDRAWAL OF APPLICATION.—The
first applicant withdraws the application or
the Secretary considers the application to
have been withdrawn as a result of a deter-
mination by the Secretary that the applica-
tion does not meet the requirements for ap-
proval under paragraph (4).

(ITII) AMENDMENT OF CERTIFICATION.—The
first applicant amends or withdraws the cer-
tification for all of the patents with respect
to which that applicant submitted a certifi-
cation qualifying the applicant for the 180-
day exclusivity period.

(IV) FAILURE TO OBTAIN TENTATIVE AP-
PROVAL.—The first applicant fails to obtain
tentative approval of the application within
30 months after the date on which the appli-
cation is filed, unless the failure is caused by
a change in or a review of the requirements
for approval of the application imposed after
the date on which the application is filed.

(V) AGREEMENT WITH ANOTHER APPLICANT,
THE LISTED DRUG APPLICATION HOLDER, OR A
PATENT OWNER.—The first applicant enters
into an agreement with another applicant
under this subsection for the drug, the hold-
er of the application for the listed drug, or
an owner of the patent that is the subject of
the certification under paragraph
(2)(A)(vii)(IV), the Federal Trade Commis-
sion or the Attorney General files a com-
plaint, and there is a final decision of the
Federal Trade Commission or the court with
regard to the complaint from which no ap-
peal (other than a petition to the Supreme
Court for a writ of certiorari) has been or
can be taken that the agreement has vio-
lated the antitrust laws (as defined in sec-
tion 12 of title 15, except that the term in-
cludes section 45 of title 15 to the extent
that that section applies to unfair methods
of competition).

(VI) EXPIRATION OF ALL PATENTS.—AIll of
the patents as to which the applicant sub-
mitted a certification qualifying it for the
180-day exclusivity period have expired.

(ii) FORFEITURE.—The 180-day exclusivity pe-
riod described in subparagraph (B)(iv) shall be
forfeited by a first applicant if a forfeiture
event occurs with respect to that first appli-
cant.

(iii) SUBSEQUENT APPLICANT.—If all first ap-
plicants forfeit the 180-day exclusivity period
under clause (ii)—

(I) approval of any application containing

a certification described in paragraph

(2)(A)(vii)(IV) shall be made effective in ac-

cordance with subparagraph (B)(iii); and

(IT) no applicant shall be eligible for a 180-
day exclusivity period.

(iv) SPECIAL FORFEITURE RULE FOR COMPETI-
TIVE GENERIC THERAPY.—The 180-day exclu-
sivity period described in subparagraph (B)(v)
shall be forfeited by a first approved applicant
if the applicant fails to market the competi-
tive generic therapy within 756 days after the
date on which the approval of the first ap-
proved applicant’s application for the com-
petitive generic therapy is made effective.
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(BE) If the Secretary decides to disapprove an
application, the Secretary shall give the appli-
cant notice of an opportunity for a hearing be-
fore the Secretary on the question of whether
such application is approvable. If the applicant
elects to accept the opportunity for hearing by
written request within thirty days after such
notice, such hearing shall commence not more
than ninety days after the expiration of such
thirty days unless the Secretary and the appli-
cant otherwise agree. Any such hearing shall
thereafter be conducted on an expedited basis
and the Secretary’s order thereon shall be issued
within ninety days after the date fixed by the
Secretary for filing final briefs.

(F)({) If an application (other than an abbre-
viated new drug application) submitted under
subsection (b) for a drug, no active ingredient
(including any ester or salt of the active ingre-
dient) of which has been approved in any other
application under subsection (b), was approved
during the period beginning January 1, 1982, and
ending on September 24, 1984, the Secretary may
not make the approval of an application sub-
mitted under this subsection which refers to the
drug for which the subsection (b) application
was submitted effective before the expiration of
ten years from the date of the approval of the
application under subsection (b).

(ii) If an application submitted under sub-
section (b) for a drug, no active ingredient (in-
cluding any ester or salt of the active ingre-
dient) of which has been approved in any other
application under subsection (b), is approved
after September 24, 1984, no application may be
submitted under this subsection which refers to
the drug for which the subsection (b) application
was submitted before the expiration of five
yvears from the date of the approval of the appli-
cation under subsection (b), except that such an
application may be submitted under this sub-
section after the expiration of four years from
the date of the approval of the subsection (b) ap-
plication if it contains a certification of patent
invalidity or noninfringement described in sub-
clause (IV) of paragraph (2)(A)(vii). The approval
of such an application shall be made effective in
accordance with subparagraph (B) except that, if
an action for patent infringement is commenced
during the one-year period beginning forty-eight
months after the date of the approval of the sub-
section (b) application, the thirty-month period
referred to in subparagraph (B)(iii) shall be ex-
tended by such amount of time (if any) which is
required for seven and one-half years to have
elapsed from the date of approval of the sub-
section (b) application.

(iii) If an application submitted under sub-
section (b) for a drug, which includes an active
ingredient (including any ester or salt of the ac-
tive ingredient) that has been approved in an-
other application approved under subsection (b),
is approved after September 24, 1984, and if such
application contains reports of new clinical in-
vestigations (other than bioavailability studies)
essential to the approval of the application and
conducted or sponsored by the applicant, the
Secretary may not make the approval of an ap-
plication submitted under this subsection for
the conditions of approval of such drug in the
subsection (b) application effective before the
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expiration of three years from the date of the
approval of the application under subsection (b)
for such drug.

(iv) If a supplement to an application approved
under subsection (b) is approved after September
24, 1984, and the supplement contains reports of
new clinical investigations (other than bio-
availability studies) essential to the approval of
the supplement and conducted or sponsored by
the person submitting the supplement, the Sec-
retary may not make the approval of an applica-
tion submitted under this subsection for a
change approved in the supplement effective be-
fore the expiration of three years from the date
of the approval of the supplement under sub-
section (b).

(v) If an application (or supplement to an ap-
plication) submitted under subsection (b) for a
drug, which includes an active ingredient (in-
cluding any ester or salt of the active ingre-
dient) that has been approved in another appli-
cation under subsection (b), was approved during
the period beginning January 1, 1982, and ending
on September 24, 1984, the Secretary may not
make the approval of an application submitted
under this subsection which refers to the drug
for which the subsection (b) application was sub-
mitted or which refers to a change approved in
a supplement to the subsection (b) application
effective before the expiration of two years from
September 24, 1984.

(6) If a drug approved under this subsection re-
fers in its approved application to a drug the ap-
proval of which was withdrawn or suspended for
grounds described in the first sentence of sub-
section (e) or was withdrawn or suspended under
this paragraph or which, as determined by the
Secretary, has been withdrawn from sale for
safety or effectiveness reasons, the approval of
the drug under this subsection shall be with-
drawn or suspended—

(A) for the same period as the withdrawal or
suspension under subsection (e) or this para-
graph, or

(B) if the listed drug has been withdrawn
from sale, for the period of withdrawal from
sale or, if earlier, the period ending on the
date the Secretary determines that the with-
drawal from sale is not for safety or effective-
ness reasons.

(TMH(A)(Q) Within sixty days of September 24,
1984, the Secretary shall publish and make avail-
able to the public—

(I) a list in alphabetical order of the official
and proprietary name of each drug which has
been approved for safety and effectiveness
under subsection (c) before September 24, 1984;

(IT) the date of approval if the drug is ap-
proved after 1981 and the number of the appli-
cation which was approved; and

(ITI) whether in vitro or in vivo bioequiva-
lence studies, or both such studies, are re-
quired for applications filed under this sub-
section which will refer to the drug published.

(ii) Every thirty days after the publication of
the first list under clause (i) the Secretary shall
revise the list to include each drug which has
been approved for safety and effectiveness under
subsection (¢) or approved under this subsection
during the thirty-day period.
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(iii) When patent information submitted under
subsection (c) respecting a drug included on the
list is to be published by the Secretary, the Sec-
retary shall, in revisions made under clause (ii),
include such information for such drug.

(iv) For each drug included on the list, the
Secretary shall specify any exclusivity period
that is applicable, for which the Secretary has
determined the expiration date, and for which
such period has not yet expired, under—

(I) clause (ii), (iii), or (iv) of subsection

(©)B)(E);

(IT) clause (iv) or (v) of paragraph (5)(B);
(ITI) clause (ii), (iii), or (iv) of paragraph

G)(F);

(IV) section 355a of this title;

(V) section 355f of this title;

(VI) section 360cc(a) of this title; or
(VII) subsection (u).

(B) A drug approved for safety and effective-
ness under subsection (¢) or approved under this
subsection shall, for purposes of this subsection,
be considered to have been published under sub-
paragraph (A) on the date of its approval or Sep-
tember 24, 1984, whichever is later.

(C) If the approval of a drug was withdrawn or
suspended for grounds described in the first sen-
tence of subsection (e) or was withdrawn or sus-
pended under paragraph (6) or if the Secretary
determines that a drug has been withdrawn from
sale for safety or effectiveness reasons, it may
not be published in the list under subparagraph
(A) or, if the withdrawal or suspension occurred
after its publication in such list, it shall be im-
mediately removed from such list—

(i) for the same period as the withdrawal or
suspension under subsection (e) or paragraph
(6), or

(ii) if the listed drug has been withdrawn
from sale, for the period of withdrawal from
sale or, if earlier, the period ending on the
date the Secretary determines that the with-
drawal from sale is not for safety or effective-
ness reasons.

A notice of the removal shall be published in the
Federal Register.

(D) In the case of a listed drug for which the
list under subparagraph (A)(i) includes a patent
for such drug, and any claim of the patent has
been cancelled or invalidated pursuant to a final
decision issued by the Patent Trial and Appeal
Board of the United States Patent and Trade-
mark Office or by a court, from which no appeal
has been, or can be, taken, if the holder of the
applicable application approved under sub-
section (c) determines that a patent for such
drug, or any patent information for such drug,
no longer meets the listing requirements under
this section—

(i) the holder of such approved application
shall notify the Secretary, in writing, within
14 days of such decision of such cancellation or
invalidation and request that such patent or
patent information, as applicable, be amended
or withdrawn in accordance with the decision
issued by the Patent Trial and Appeal Board
or a court;

(ii) the holder of such approved application
shall include in any notification under clause
(i) information related to such patent can-
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cellation or invalidation decision and submit
such information, including a copy of such de-
cision, to the Secretary; and

(iii) the Secretary shall, in response to a no-
tification under clause (i), amend or remove
patent or patent information in accordance
with the relevant decision from the Patent
Trial and Appeals Board or court, as applica-
ble, except that the Secretary shall not re-
move from the list any patent or patent infor-
mation before the expiration of any 180-day
exclusivity period under paragraph (5)(B)@iv)
that relies on a certification described in para-
graph (2)(A)(vii)(IV).

(8) For purposes of this subsection:

(A)(A) The term ‘‘bioavailability’” means the
rate and extent to which the active ingredient
or therapeutic ingredient is absorbed from a
drug and becomes available at the site of drug
action.

(ii) For a drug that is not intended to be ab-
sorbed into the bloodstream, the Secretary
may assess bioavailability by scientifically
valid measurements intended to reflect the
rate and extent to which the active ingredient
or therapeutic ingredient becomes available at
the site of drug action.

(B) A drug shall be considered to be bio-
equivalent to a listed drug if—

(i) the rate and extent of absorption of the
drug do not show a significant difference
from the rate and extent of absorption of the
listed drug when administered at the same
molar dose of the therapeutic ingredient
under similar experimental conditions in ei-
ther a single dose or multiple doses; or

(ii) the extent of absorption of the drug
does not show a significant difference from
the extent of absorption of the listed drug
when administered at the same molar dose
of the therapeutic ingredient under similar
experimental conditions in either a single
dose or multiple doses and the difference
from the listed drug in the rate of absorption
of the drug is intentional, is reflected in its
proposed labeling, is not essential to the at-
tainment of effective body drug concentra-
tions on chronic use, and is considered medi-
cally insignificant for the drug.

(C) For a drug that is not intended to be ab-
sorbed into the bloodstream, the Secretary
may establish alternative, scientifically valid
methods to show bioequivalence if the alter-
native methods are expected to detect a sig-
nificant difference between the drug and the
listed drug in safety and therapeutic effect.

(9) The Secretary shall, with respect to each
application submitted under this subsection,
maintain a record of—

(A) the name of the applicant,

(B) the name of the drug covered by the ap-
plication,

(C) the name of each person to whom the re-
view of the chemistry of the application was
assigned and the date of such assignment, and

(D) the name of each person to whom the
bioequivalence review for such application was
assigned and the date of such assignment.

The information the Secretary is required to
maintain under this paragraph with respect to
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an application submitted under this subsection
shall be made available to the public after the
approval of such application.

(10)(A) If the proposed labeling of a drug that
is the subject of an application under this sub-
section differs from the listed drug due to a la-
beling revision described under clause (i), the
drug that is the subject of such application
shall, notwithstanding any other provision of
this chapter, be eligible for approval and shall
not be considered misbranded under section 352
of this title if—

(i) the application is otherwise eligible for
approval under this subsection but for expira-
tion of patent, an exclusivity period, or of a
delay in approval described in paragraph
(5)(B)(iii), and a revision to the labeling of the
listed drug has been approved by the Secretary
within 60 days of such expiration;

(ii) the labeling revision described under
clause (i) does not include a change to the
“Warnings’ section of the labeling;

(iii) the sponsor of the application under this
subsection agrees to submit revised labeling of
the drug that is the subject of such application
not later than 60 days after the notification of
any changes to such labeling required by the
Secretary; and

(iv) such application otherwise meets the ap-
plicable requirements for approval under this
subsection.

(B) If, after a labeling revision described in
subparagraph (A)(i), the Secretary determines
that the continued presence in interstate com-
merce of the labeling of the listed drug (as in ef-
fect before the revision described in subpara-
graph (A)(i)) adversely impacts the safe use of
the drug, no application under this subsection
shall be eligible for approval with such labeling.

(11)(A) Subject to subparagraph (B), the Sec-
retary shall prioritize the review of, and act
within 8 months of the date of the submission of,
an original abbreviated new drug application
submitted for review under this subsection that
is for a drug—

(i) for which there are not more than 3 ap-
proved drug products listed under paragraph
(7) and for which there are no blocking patents
and exclusivities; or

(ii) that has been included on the list under
section 356e of this title.

(B) To qualify for priority review under this
paragraph, not later than 60 days prior to the
submission of an application described in sub-
paragraph (A) or that the Secretary may
prioritize pursuant to subparagraph (D), the ap-
plicant shall provide complete, accurate infor-
mation regarding facilities involved in manufac-
turing processes and testing of the drug that is
the subject of the application, including facili-
ties in corresponding Type II active pharma-
ceutical ingredients drug master files referenced
in an application and sites or organizations in-
volved in bioequivalence and clinical studies
used to support the application, to enable the
Secretary to make a determination regarding
whether an inspection of a facility is necessary.
Such information shall include the relevant (as
determined by the Secretary) sections of such
application, which shall be unchanged relative
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to the date of the submission of such applica-
tion, except to the extent that a change is made
to such information to exclude a facility that
was not used to generate data to meet any appli-
cation requirements for such submission and
that is not the only facility intended to conduct
one or more unit operations in commercial pro-
duction. Information provided by an applicant
under this subparagraph shall not be considered
the submission of an application under this sub-
section.

(C) The Secretary may expedite an inspection
or reinspection under section 374 of this title of
an establishment that proposes to manufacture
a drug described in subparagraph (A).

(D) Nothing in this paragraph shall prevent
the Secretary from prioritizing the review of
other applications as the Secretary determines
appropriate.

(12) The Secretary shall publish on the inter-
net website of the Food and Drug Administra-
tion, and update at least once every 6 months, a
list of all drugs approved under subsection (c)
for which all patents and periods of exclusivity
under this chapter have expired and for which no
application has been approved under this sub-
section.

(13) Upon the request of an applicant regarding
one or more specified pending applications under
this subsection, the Secretary shall, as appro-
priate, provide review status updates indicating
the categorical status of the applications by
each relevant review discipline.

(k) Records and reports; required information;
regulations and orders; access to records

(1) In the case of any drug for which an ap-
proval of an application filed under subsection
(b) or (j) is in effect, the applicant shall estab-
lish and maintain such records, and make such
reports to the Secretary, of data relating to
clinical experience and other data or informa-
tion, received or otherwise obtained by such ap-
plicant with respect to such drug, as the Sec-
retary may by general regulation, or by order
with respect to such application, prescribe on
the basis of a finding that such records and re-
ports are necessary in order to enable the Sec-
retary to determine, or facilitate a determina-
tion, whether there is or may be ground for in-
voking subsection (e). Regulations and orders
issued under this subsection and under sub-
section (i) shall have due regard for the profes-
sional ethics of the medical profession and the
interests of patients and shall provide, where
the Secretary deems it to be appropriate, for the
examination, upon request, by the persons to
whom such regulations or orders are applicable,
of similar information received or otherwise ob-
tained by the Secretary.

(2) Every person required under this section to
maintain records, and every person in charge or
custody thereof, shall, upon request of an officer
or employee designated by the Secretary, permit
such officer or employee at all reasonable times
to have access to and copy and verify such
records.

(3) ACTIVE POSTMARKET RISK IDENTIFICATION.—

(A) DEFINITION.—In this paragraph, the term

‘“‘data’ refers to information with respect to a

drug approved under this section or under sec-

tion 262 of title 42, including claims data, pa-
tient survey data, standardized analytic files
that allow for the pooling and analysis of data
from disparate data environments, and any
other data deemed appropriate by the Sec-
retary.

(B) DEVELOPMENT OF POSTMARKET RISK IDEN-
TIFICATION AND ANALYSIS METHODS.—The Sec-
retary shall, not later than 2 years after Sep-
tember 27, 2007, in collaboration with public,
academic, and private entities—

(i) develop methods to obtain access to dis-
parate data sources including the data
sources specified in subparagraph (C);

(ii) develop validated methods for the es-
tablishment of a postmarket risk identifica-
tion and analysis system to link and analyze
safety data from multiple sources, with the
goals of including, in aggregate—

(I) at least 25,000,000 patients by July 1,

2010; and

(IT) at least 100,000,000 patients by July 1,

2012; and

(iii) convene a committee of experts, in-
cluding individuals who are recognized in
the field of protecting data privacy and secu-
rity, to make recommendations to the Sec-
retary on the development of tools and
methods for the ethical and scientific uses
for, and communication of, postmarketing
data specified under subparagraph (C), in-
cluding recommendations on the develop-
ment of effective research methods for the
study of drug safety questions.

(C) ESTABLISHMENT OF THE POSTMARKET RISK
IDENTIFICATION AND ANALYSIS SYSTEM.—

(i) IN GENERAL.—The Secretary shall, not
later than 1 year after the development of
the risk identification and analysis methods
under subparagraph (B), establish and main-
tain procedures—

(I) for risk identification and analysis
based on electronic health data, in compli-
ance with the regulations promulgated
under section 264(c) of the Health Insur-
ance Portability and Accountability Act of
1996, and in a manner that does not dis-
close individually identifiable health in-
formation in violation of paragraph (4)(B);

(IT) for the reporting (in a standardized
form) of data on all serious adverse drug
experiences (as defined in section 355-1(b)
of this title) submitted to the Secretary
under paragraph (1), and those adverse
events submitted by patients, providers,
and drug sponsors, when appropriate;

(ITI) to provide for active adverse event
surveillance using the following data
sources, as available:

(aa) Federal health-related electronic
data (such as data from the Medicare
program and the health systems of the
Department of Veterans Affairs);

(bb) private sector health-related elec-
tronic data (such as pharmaceutical pur-
chase data and health insurance claims
data); and

(cc) other data as the Secretary deems
necessary to create a robust system to
identify adverse events and potential
drug safety signals;
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(IV) to identify certain trends and pat-
terns with respect to data accessed by the
system;

(V) to provide regular reports to the Sec-
retary concerning adverse event trends,
adverse event patterns, incidence and
prevalence of adverse events, and other in-
formation the Secretary determines appro-
priate, which may include data on com-
parative national adverse event trends;
and

(VI) to enable the program to export
data in a form appropriate for further ag-
gregation, statistical analysis, and report-
ing.

(ii) TIMELINESS OF REPORTING.—The proce-
dures established under clause (i) shall en-
sure that such data are accessed, analyzed,
and reported in a timely, routine, and sys-
tematic manner, taking into consideration
the need for data completeness, coding,
cleansing, and standardized analysis and
transmission.

(iii) PRIVATE SECTOR RESOURCES.—To en-
sure the establishment of the active
postmarket risk identification and analysis
system under this subsection not later than
1 year after the development of the risk
identification and analysis methods under
subparagraph (B), as required under clause
(i), the Secretary may, on a temporary or
permanent basis, implement systems or
products developed by private entities.

(iv) COMPLEMENTARY APPROACHES.—To0 the
extent the active postmarket risk identifica-
tion and analysis system under this sub-
section is not sufficient to gather data and
information relevant to a priority drug safe-
ty question, the Secretary shall develop,
support, and participate in complementary
approaches to gather and analyze such data
and information, including—

(I) approaches that are complementary
with respect to assessing the safety of use
of a drug in domestic populations not in-
cluded, or underrepresented, in the trials
used to approve the drug (such as older
people, people with comorbidities, preg-
nant women, or children); and

(IT) existing approaches such as the Vac-
cine Adverse Event Reporting System and
the Vaccine Safety Datalink or successor
databases.

(v) AUTHORITY FOR CONTRACTS.—The Sec-
retary may enter into contracts with public
and private entities to fulfill the require-
ments of this subparagraph.

(4) ADVANCED ANALYSIS OF DRUG SAFETY

DATA.—

(A) PURPOSE.—The Secretary shall establish
collaborations with public, academic, and pri-
vate entities, which may include the Centers
for Education and Research on Therapeutics
under section 299b-1 of title 42, to provide for
advanced analysis of drug safety data de-
scribed in paragraph (3)(C) and other informa-
tion that is publicly available or is provided
by the Secretary, in order to—

(i) improve the quality and efficiency of
postmarket drug safety risk-benefit anal-
ysis;
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(ii) provide the Secretary with routine ac-
cess to outside expertise to study advanced
drug safety questions; and

(iii) enhance the ability of the Secretary
to make timely assessments based on drug
safety data.

(B) PRIVACY.—Such analysis shall not dis-
close individually identifiable health informa-
tion when presenting such drug safety signals
and trends or when responding to inquiries re-
garding such drug safety signals and trends.

(C) PUBLIC PROCESS FOR PRIORITY QUES-
TIONS.—At least biannually, the Secretary
shall seek recommendations from the Drug
Safety and Risk Management Advisory Com-
mittee (or any successor committee) and from
other advisory committees, as appropriate, to
the Food and Drug Administration on—

(i) priority drug safety questions; and
(ii) mechanisms for answering such ques-
tions, including through—

(I) active risk identification under para-
graph (3); and

(IT) when such risk identification is not
sufficient, postapproval studies and clin-
ical trials under subsection (0)(3).

(D) PROCEDURES FOR THE DEVELOPMENT OF
DRUG SAFETY COLLABORATIONS.—

(i) IN GENERAL.—Not later than 180 days
after the date of the establishment of the ac-
tive postmarket risk identification and anal-
ysis system under this subsection, the Sec-
retary shall establish and implement proce-
dures under which the Secretary may rou-
tinely contract with one or more qualified
entities to—

(I) classify, analyze, or aggregate data
described in paragraph (3)(C) and informa-
tion that is publicly available or is pro-
vided by the Secretary;

(IT) allow for prompt investigation of pri-
ority drug safety questions, including—

(aa) unresolved safety questions for
drugs or classes of drugs; and

(bb) for a newly-approved drugs,? safe-
ty signals from clinical trials used to ap-
prove the drug and other preapproval
trials; rare, serious drug side effects; and
the safety of use in domestic populations
not included, or underrepresented, in the
trials used to approve the drug (such as
older people, people with comorbidities,
pregnant women, or children);

(ITI) perform advanced research and
analysis on identified drug safety risks;

(IV) focus postapproval studies and clin-
ical trials under subsection (0)(3) more ef-
fectively on cases for which reports under
paragraph (1) and other safety signal de-
tection is not sufficient to resolve whether
there is an elevated risk of a serious ad-
verse event associated with the use of a
drug; and

(V) carry out other activities as the Sec-
retary deems necessary to carry out the
purposes of this paragraph.

(ii) REQUEST FOR SPECIFIC METHODOLOGY.—
The procedures described in clause (i) shall

280 in original. Probably should be ‘‘drug,”.
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permit the Secretary to request that a spe-
cific methodology be used by the qualified
entity. The qualified entity shall work with
the Secretary to finalize the methodology to
be used.

(E) USE OF ANALYSES.—The Secretary shall
provide the analyses described in this para-
graph, including the methods and results of
such analyses, about a drug to the sponsor or
sponsors of such drug.

(F') QUALIFIED ENTITIES.—

(i) IN GENERAL.—The Secretary shall enter
into contracts with a sufficient number of
qualified entities to develop and provide in-
formation to the Secretary in a timely man-
ner.

(ii) QUALIFICATION.—The Secretary shall
enter into a contract with an entity under
clause (i) only if the Secretary determines
that the entity has a significant presence in
the United States and has one or more of the
following qualifications:

(I) The research, statistical, epidemio-
logic, or clinical capability and expertise
to conduct and complete the activities
under this paragraph, including the capa-
bility and expertise to provide the Sec-
retary de-identified data consistent with
the requirements of this subsection.

(II) An information technology infra-
structure in place to support electronic
data and operational standards to provide
security for such data.

(III) Experience with, and expertise on,
the development of drug safety and effec-
tiveness research using electronic popu-
lation data.

(IV) An understanding of drug develop-
ment or risk/benefit balancing in a clinical
setting.

(V) Other expertise which the Secretary
deems necessary to fulfill the activities
under this paragraph.

(G) CONTRACT REQUIREMENTS.—Each contract
with a qualified entity under subparagraph
(F)(i) shall contain the following require-
ments:

(i) ENSURING PRIVACY.—The qualified enti-
ty shall ensure that the entity will not use
data under this subsection in a manner
that—

(I) violates the regulations promulgated
under section 264(c) of the Health Insur-
ance Portability and Accountability Act of
1996;

(IT) violates sections 552 or 552a of title 5
with regard to the privacy of individually-
identifiable beneficiary health informa-
tion; or

(ITI) discloses individually identifiable
health information when presenting drug
safety signals and trends or when respond-
ing to inquiries regarding drug safety sig-
nals and trends.

Nothing in this clause prohibits lawful dis-
closure for other purposes.

(ii) COMPONENT OF ANOTHER ORGANIZA-
TION.—If a qualified entity is a component of
another organization—

(I) the qualified entity shall establish ap-
propriate security measures to maintain

TITLE 21—FOOD AND DRUGS

§355

the confidentiality and privacy of such
data; and

(IT) the entity shall not make an unau-
thorized disclosure of such data to the
other components of the organization in
breach of such confidentiality and privacy
requirement.

(iii) TERMINATION OR NONRENEWAL.—If a
contract with a qualified entity under this
subparagraph is terminated or not renewed,
the following requirements shall apply:

(I) CONFIDENTIALITY AND PRIVACY PROTEC-
TIONS.—The entity shall continue to com-
ply with the confidentiality and privacy
requirements under this paragraph with
respect to all data disclosed to the entity.

(IT) DISPOSITION OF DATA.—The entity
shall return any data disclosed to such en-
tity under this subsection to which it
would not otherwise have access or, if re-
turning the data is not practicable, de-
stroy the data.

(H) COMPETITIVE PROCEDURES.—The Sec-
retary shall use competitive procedures (as de-
fined in section 132 of title 41) to enter into
contracts under subparagraph (G).

(I) REVIEW OF CONTRACT IN THE EVENT OF A
MERGER OR ACQUISITION.—The Secretary shall
review the contract with a qualified entity
under this paragraph in the event of a merger
or acquisition of the entity in order to ensure
that the requirements under this paragraph
will continue to be met.

(J) COORDINATION.—In carrying out this
paragraph, the Secretary shall provide for ap-
propriate communications to the public, sci-
entific, public health, and medical commu-
nities, and other key stakeholders, and to the
extent practicable shall coordinate with the
activities of private entities, professional as-
sociations, or other entities that may have
sources of drug safety data.

(5) The Secretary shall—

(A) conduct regular screenings of the Ad-
verse Event Reporting System database and
post a quarterly report on the Adverse Event
Reporting System Web site of any new safety
information or potential signal of a serious
risk identified by Adverse3 Event Reporting
System within the last quarter; and¢

(B) on an annual basis, review the entire
backlog of postmarket safety commitments to
determine which commitments require revi-
sion or should be eliminated, report to the
Congress on these determinations, and assign
start dates and estimated completion dates for
such commitments; and

(C) make available on the Internet website
of the Food and Drug Administration—

(i) guidelines, developed with input from
experts qualified by scientific training and
experience to evaluate the safety and effec-
tiveness of drugs, that detail best practices
for drug safety surveillance using the Ad-
verse Event Reporting System; and

(ii) criteria for public posting of adverse
event signals.

380 in original. Probably should be preceded by ‘‘the’.
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(I) Public disclosure of safety and effectiveness
data and action package

(1) Safety and effectiveness data and informa-
tion which has been submitted in an application
under subsection (b) for a drug and which has
not previously been disclosed to the public shall
be made available to the public, upon request,
unless extraordinary circumstances are shown—

(A) if no work is being or will be undertaken
to have the application approved,

(B) if the Secretary has determined that the
application is not approvable and all legal ap-
peals have been exhausted,

(C) if approval of the application under sub-
section (¢) is withdrawn and all legal appeals
have been exhausted,

(D) if the Secretary has determined that
such drug is not a new drug, or

(E) upon the effective date of the approval of
the first application under subsection (j)
which refers to such drug or upon the date
upon which the approval of an application
under subsection (j) which refers to such drug
could be made effective if such an application
had been submitted.

(2) ACTION PACKAGE FOR APPROVAL.—

(A) ACTION PACKAGE.—The Secretary shall
publish the action package for approval of an
application under subsection (b) or section 262
of title 42 on the Internet Web site of the Food
and Drug Administration—

(i) not later than 30 days after the date of
approval of such application for a drug no
active ingredient (including any ester or salt
of the active ingredient) of which has been
approved in any other application under this
section or section 262 of title 42; and

(ii) not later than 30 days after the third
request for such action package for approval
received under section 552 of title 5 for any
other drug.

(B) IMMEDIATE PUBLICATION OF SUMMARY RE-
VIEW.—Notwithstanding subparagraph (A), the
Secretary shall publish, on the Internet Web
site of the Food and Drug Administration, the
materials described in subparagraph (C)(iv)
not later than 48 hours after the date of ap-
proval of the drug, except where such mate-
rials require redaction by the Secretary.

(C) CONTENTS.—An action package for ap-
proval of an application under subparagraph
(A) shall be dated and shall include the fol-
lowing:

(i) Documents generated by the Food and
Drug Administration related to review of
the application.

(ii) Documents pertaining to the format
and content of the application generated
during drug development.

(iii) Labeling submitted by the applicant.

(iv) A summary review that documents
conclusions from all reviewing disciplines
about the drug, noting any critical issues
and disagreements with the applicant and
within the review team and how they were
resolved, recommendations for action, and
an explanation of any nonconcurrence with
review conclusions.

(v) The Division Director and Office Direc-
tor’s decision document which includes—
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(I) a brief statement of concurrence with
the summary review;

(IT) a separate review or addendum to
the review if disagreeing with the sum-
mary review; and

(ITT) a separate review or addendum to
the review to add further analysis.

(vi) Identification by name of each officer
or employee of the Food and Drug Adminis-
tration who—

(I) participated in the decision to ap-
prove the application; and

(IT) consents to have his or her name in-
cluded in the package.

(D) REVIEW.—A scientific review of an appli-
cation is considered the work of the reviewer
and shall not be altered by management or the
reviewer once final.

(E) CONFIDENTIAL INFORMATION.—This para-
graph does not authorize the disclosure of any
trade secret, confidential commercial or finan-
cial information, or other matter listed in sec-
tion 552(b) of title 5.

(m) “Patent” defined

For purposes of this section, the term ‘‘pat-
ent’” means a patent issued by the United States
Patent and Trademark Office.

(n) Scientific advisory panels

(1) For the purpose of providing expert sci-
entific advice and recommendations to the Sec-
retary regarding a clinical investigation of a
drug or the approval for marketing of a drug
under this section or section 262 of title 42, the
Secretary shall establish panels of experts or
use panels of experts established before Novem-
ber 21, 1997, or both.

(2) The Secretary may delegate the appoint-
ment and oversight authority granted under sec-
tion 394 of this title to a director of a center or
successor entity within the Food and Drug Ad-
ministration.

(3) The Secretary shall make appointments to
each panel established under paragraph (1) so
that each panel shall consist of—

(A) members who are qualified by training
and experience to evaluate the safety and ef-
fectiveness of the drugs to be referred to the
panel and who, to the extent feasible, possess
skill and experience in the development, man-
ufacture, or utilization of such drugs;

(B) members with diverse expertise in such
fields as clinical and administrative medi-
cine, pharmacy, pharmacology,
pharmacoeconomics, biological and physical
sciences, and other related professions;

(C) a representative of consumer interests,
and a representative of interests of the drug
manufacturing industry not directly affected
by the matter to be brought before the panel;
and

(D) two or more members who are specialists
or have other expertise in the particular dis-
ease or condition for which the drug under re-
view is proposed to be indicated.

Scientific, trade, and consumer organizations
shall be afforded an opportunity to nominate in-
dividuals for appointment to the panels. No indi-
vidual who is in the regular full-time employ of
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the United States and engaged in the adminis-
tration of this chapter may be a voting member
of any panel. The Secretary shall designate one
of the members of each panel to serve as chair-
man thereof.

(4) The Secretary shall, as appropriate, pro-
vide education and training to each new panel
member before such member participates in a
panel’s activities, including education regarding
requirements under this chapter and related reg-
ulations of the Secretary, and the administra-
tive processes and procedures related to panel
meetings.

(5) Panel members (other than officers or em-
ployees of the United States), while attending
meetings or conferences of a panel or otherwise
engaged in its business, shall be entitled to re-
ceive compensation for each day so engaged, in-
cluding traveltime, at rates to be fixed by the
Secretary, but not to exceed the daily equiva-
lent of the rate in effect for positions classified
above grade GS-15 of the General Schedule.
While serving away from their homes or regular
places of business, panel members may be al-
lowed travel expenses (including per diem in lieu
of subsistence) as authorized by section 5703 of
title 5, for persons in the Government service
employed intermittently.

(6) The Secretary shall ensure that scientific
advisory panels meet regularly and at appro-
priate intervals so that any matter to be re-
viewed by such a panel can be presented to the
panel not more than 60 days after the matter is
ready for such review. Meetings of the panel
may be held using electronic communication to
convene the meetings.

(7) Within 90 days after a scientific advisory
panel makes recommendations on any matter
under its review, the Food and Drug Administra-
tion official responsible for the matter shall re-
view the conclusions and recommendations of
the panel, and notify the affected persons of the
final decision on the matter, or of the reasons
that no such decision has been reached. Each
such final decision shall be documented includ-
ing the rationale for the decision.

(0) Postmarket studies and clinical trials; label-
ing

(1) In general

A responsible person may not introduce or
deliver for introduction into interstate com-
merce the new drug involved if the person is in
violation of a requirement established under
paragraph (3) or (4) with respect to the drug.
(2) Definitions

For purposes of this subsection:

(A) Responsible person

The term ‘‘responsible person’ means a
person who—
(i) has submitted to the Secretary a cov-
ered application that is pending; or
(ii) is the holder of an approved covered
application.
(B) Covered application
The term ‘‘covered application’” means—
(i) an application under subsection (b)

for a drug that is subject to section 353(b)
of this title; and
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(ii) an application under section 262 of
title 42.

(C) New safety information; serious risk
The terms ‘‘new safety information’”, ‘‘se-
rious risk’, and ‘‘signal of a serious risk”

have the meanings given such terms in sec-
tion 355-1(b) of this title.

(3) Studies and clinical trials

(A) In general

For any or all of the purposes specified in
subparagraph (B), the Secretary may, sub-
ject to subparagraph (D), require a respon-
sible person for a drug to conduct a post-
approval study or studies of the drug, or a
postapproval clinical trial or trials of the
drug, on the basis of scientific data deemed
appropriate by the Secretary, including in-
formation regarding chemically-related or
pharmacologically-related drugs.

(B) Purposes of study or clinical trial

The purposes referred to in this subpara-
graph with respect to a postapproval study
or postapproval clinical trial are the fol-
lowing:

(i) To assess a known serious risk related
to the use of the drug involved.

(ii) To assess signals of serious risk re-
lated to the use of the drug.

(iii) To identify an unexpected serious
risk when available data indicates the po-
tential for a serious risk.

(C) Establishment of requirement after ap-
proval of covered application

The Secretary may require a postapproval
study or studies or postapproval clinical
trial or trials for a drug for which an ap-
proved covered application is in effect as of
the date on which the Secretary seeks to es-
tablish such requirement only if the Sec-
retary becomes aware of new safety informa-
tion.

(D) Determination by Secretary
(i) Postapproval studies

The Secretary may not require the re-
sponsible person to conduct a study under
this paragraph, unless the Secretary
makes a determination that the reports
under subsection (k)(1) and the active
postmarket risk identification and anal-
ysis system as available under subsection
(k)(3) will not be sufficient to meet the
purposes set forth in subparagraph (B).

(ii) Postapproval clinical trials

The Secretary may not require the re-
sponsible person to conduct a clinical trial
under this paragraph, unless the Secretary
makes a determination that a post-
approval study or studies will not be suffi-
cient to meet the purposes set forth in sub-
paragraph (B).

(E) Notification; timetables; periodic reports
(i) Notification

The Secretary shall notify the respon-
sible person regarding a requirement under
this paragraph to conduct a postapproval
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study or clinical trial by the target dates
for communication of feedback from the
review team to the responsible person re-
garding proposed labeling and post-
marketing study commitments as set
forth in the letters described in section
101(c) of the Food and Drug Administra-
tion Amendments Act of 2007.
(ii) Timetable; periodic reports

For each study or clinical trial required
to be conducted under this paragraph, the
Secretary shall require that the respon-
sible person submit a timetable for com-
pletion of the study or clinical trial. With
respect to each study required to be con-
ducted under this paragraph or otherwise
undertaken by the responsible person to
investigate a safety issue, the Secretary
shall require the responsible person to pe-
riodically report to the Secretary on the
status of such study including whether any
difficulties in completing the study have
been encountered. With respect to each
clinical trial required to be conducted
under this paragraph or otherwise under-
taken by the responsible person to inves-
tigate a safety issue, the Secretary shall
require the responsible person to periodi-
cally report to the Secretary on the status
of such clinical trial including whether en-
rollment has begun, the number of partici-
pants enrolled, the expected completion
date, whether any difficulties completing
the clinical trial have been encountered,
and registration information with respect
to the requirements under section 282(j) of
title 42. If the responsible person fails to
comply with such timetable or violates
any other requirement of this subpara-
graph, the responsible person shall be con-
sidered in violation of this subsection, un-
less the responsible person demonstrates
good cause for such noncompliance or such
other violation. The Secretary shall deter-
mine what constitutes good cause under
the preceding sentence.

(F) Dispute resolution

The responsible person may appeal a re-
quirement to conduct a study or clinical
trial under this paragraph using dispute res-
olution procedures established by the Sec-
retary in regulation and guidance.

(4) Safety labeling changes requested by Sec-
retary

(A) New safety or new effectiveness informa-
tion

If the Secretary becomes aware of new in-
formation, including any new safety infor-
mation or information related to reduced ef-
fectiveness, that the Secretary determines
should be included in the labeling of the
drug, the Secretary shall promptly notify
the responsible person or, if the same drug
approved under subsection (b) is not cur-
rently marketed, the holder of an approved
application under subsection (j).

(B) Response to notification

Following notification pursuant to sub-
paragraph (A), the responsible person or the

TITLE 21—FOOD AND DRUGS

Page 198

holder of the approved application under
subsection (j) shall within 30 days—

(i) submit a supplement proposing
changes to the approved labeling to reflect
the new safety information, including
changes to boxed warnings, contraindica-
tions, warnings, precautions, or adverse re-
actions, or new effectiveness information;
or

(ii) notify the Secretary that the respon-
sible person or the holder of the approved
application under subsection (j) does not
believe a labeling change is warranted and
submit a statement detailing the reasons
why such a change is not warranted.

(C) Review

Upon receipt of such supplement, the Sec-
retary shall promptly review and act upon
such supplement. If the Secretary disagrees
with the proposed changes in the supplement
or with the statement setting forth the rea-
sons why no labeling change is necessary,
the Secretary shall initiate discussions to
reach agreement on whether the labeling for
the drug should be modified to reflect the
new safety or new effectiveness information,
and if so, the contents of such labeling
changes.

(D) Discussions

Such discussions shall not extend for more
than 30 days after the response to the notifi-
cation under subparagraph (B), unless the
Secretary determines an extension of such
discussion period is warranted.

(E) Order

Within 15 days of the conclusion of the dis-
cussions under subparagraph (D), the Sec-
retary may issue an order directing the re-
sponsible person or the holder of the ap-
proved application under subsection (j) to
make such a labeling change as the Sec-
retary deems appropriate to address the new
safety or new effectiveness information.
Within 15 days of such an order, the respon-
sible person or the holder of the approved
application under subsection (j) shall submit
a supplement containing the labeling
change.

(F) Dispute resolution

Within 5 days of receiving an order under
subparagraph (E), the responsible person or
the holder of the approved application under
subsection (j) may appeal using dispute reso-
lution procedures established by the Sec-
retary in regulation and guidance.

(G) Violation

If the responsible person or the holder of
the approved application under subsection
(j) has not submitted a supplement within 15
days of the date of such order under subpara-
graph (E), and there is no appeal or dispute
resolution proceeding pending, the respon-
sible person or holder shall be considered to
be in violation of this subsection. If at the
conclusion of any dispute resolution proce-
dures the Secretary determines that a sup-
plement must be submitted and such a sup-
plement is not submitted within 15 days of
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the date of that determination, the respon-
sible person or holder shall be in violation of
this subsection.

(H) Public health threat

Notwithstanding subparagraphs (A)
through (F), if the Secretary concludes that
such a labeling change is necessary to pro-
tect the public health, the Secretary may
accelerate the timelines in such subpara-
graphs.

(I) Rule of construction

This paragraph shall not be construed to
affect the responsibility of the responsible
person or the holder of the approved applica-
tion under subsection (j) to maintain its
label in accordance with existing require-
ments, including subpart B of part 201 and
sections 314.70 and 601.12 of title 21, Code of
Federal Regulations (or any successor regu-
lations).

(5) Non-delegation

Determinations by the Secretary under this
subsection for a drug shall be made by individ-
uals at or above the level of individuals em-
powered to approve a drug (such as division di-
rectors within the Center for Drug Evaluation
and Research).

(p) Risk evaluation and mitigation strategy
(1) In general

A person may not introduce or deliver for in-
troduction into interstate commerce a new
drug if—

(A)(1) the application for such drug is ap-
proved under subsection (b) or (j) and is sub-
ject to section 353(b) of this title; or

(ii) the application for such drug is ap-
proved under section 262 of title 42; and

(B) a risk evaluation and mitigation strat-
egy is required under section 355-1 of this
title with respect to the drug and the person
fails to maintain compliance with the re-
quirements of the approved strategy or with
other requirements under section 355-1 of
this title, including requirements regarding
assessments of approved strategies.

(2) Certain postmarket studies

The failure to conduct a postmarket study
under section 356 of this title, subpart H of
part 314, or subpart E of part 601 of title 21,
Code of Federal Regulations (or any successor
regulations), is deemed to be a violation of
paragraph (1).

(q) Petitions and civil actions regarding ap-
proval of certain applications

(1) In general
(A) Determination

The Secretary shall not delay approval of
a pending application submitted under sub-
section (b)(2) or (j) of this section or section
262(k) of title 42 because of any request to
take any form of action relating to the ap-
plication, either before or during consider-
ation of the request, unless—

(i) the request is in writing and is a peti-
tion submitted to the Secretary pursuant
to section 10.30 or 10.35 of title 21, Code of

Federal Regulations (or any successor reg-
ulations); and

(ii) the Secretary determines, upon re-
viewing the petition, that a delay is nec-
essary to protect the public health.

Consideration of the petition shall be sepa-
rate and apart from review and approval of
any application.
(B) Notification

If the Secretary determines under subpara-
graph (A) that a delay is necessary with re-
spect to an application, the Secretary shall
provide to the applicant, not later than 30
days after making such determination, the
following information:

(i) Notification of the fact that a deter-
mination under subparagraph (A) has been
made.

(ii) If applicable, any clarification or ad-
ditional data that the applicant should
submit to the docket on the petition to
allow the Secretary to review the petition
promptly.

(iii) A brief summary of the specific sub-
stantive issues raised in the petition which
form the basis of the determination.

(C) Format

The information described in subparagraph
(B) shall be conveyed via either, at the dis-
cretion of the Secretary—

(i) a document; or
(ii) a meeting with the applicant in-
volved.
(D) Public disclosure

Any information conveyed by the Sec-
retary under subparagraph (C) shall be con-
sidered part of the application and shall be
subject to the disclosure requirements appli-
cable to information in such application.

(E) Denial based on intent to delay

If the Secretary determines that a petition
or a supplement to the petition was sub-
mitted with the primary purpose of delaying
the approval of an application and the peti-
tion does not on its face raise valid scientific
or regulatory issues, the Secretary may
deny the petition at any point based on such
determination. The Secretary may issue
guidance to describe the factors that will be
used to determine under this subparagraph
whether a petition is submitted with the pri-
mary purpose of delaying the approval of an
application.

(F) Final agency action

The Secretary shall take final agency ac-
tion on a petition not later than 150 days
after the date on which the petition is sub-
mitted. The Secretary shall not extend such
period for any reason, including—

(i) any determination made under sub-
paragraph (A);

(ii) the submission of comments relating
to the petition or supplemental informa-
tion supplied by the petitioner; or

(iii) the consent of the petitioner.

(G) Extension of 30-month period

If the filing of an application resulted in
first-applicant status under subsection
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(HG)D)ENIV) and approval of the applica-
tion was delayed because of a petition, the
30-month period under such subsection is
deemed to be extended by a period of time
equal to the period beginning on the date on
which the Secretary received the petition
and ending on the date of final agency ac-
tion on the petition (inclusive of such begin-
ning and ending dates), without regard to
whether the Secretary grants, in whole or in
part, or denies, in whole or in part, the peti-
tion.

(H) Certification

The Secretary shall not consider a petition
for review unless the party submitting such
petition does so in written form and the sub-
ject document is signed and contains the fol-
lowing certification: ‘I certify that, to my
best knowledge and belief: (a) this petition
includes all information and views upon
which the petition relies; (b) this petition in-
cludes representative data and/or informa-
tion known to the petitioner which are unfa-
vorable to the petition; and (c¢) I have taken
reasonable steps to ensure that any rep-
resentative data and/or information which
are unfavorable to the petition were dis-
closed to me. I further certify that the infor-
mation upon which I have based the action
requested herein first became known to the
party on whose behalf this petition is sub-
mitted on or about the following date:

- - . If I received or expect to
receive payments, including cash and other
forms of consideration, to file this informa-
tion or its contents, I received or expect to
receive those payments from the following
persons or organizations:

- - - . Iverify under pen-
alty of perjury that the foregoing is true and
correct as of the date of the submission of
this petition.”, with the date on which such
information first became known to such
party and the names of such persons or orga-
nizations inserted in the first and second
blank space, respectively.

(I) Verification

The Secretary shall not accept for review
any supplemental information or comments
on a petition unless the party submitting
such information or comments does so in
written form and the subject document is
signed and contains the following
verification: I certify that, to my best
knowledge and belief: (a) I have not inten-
tionally delayed submission of this docu-
ment or its contents; and (b) the information
upon which I have based the action re-
quested herein first became known to me on
or about . If T received or
expect to receive payments, including cash
and other forms of consideration, to file this
information or its contents, I received or ex-
pect to receive those payments from the fol-
lowing persons or organizations: ] LI
verify under penalty of perjury that the fore-
going is true and correct as of the date of
the submission of this petition.”, with the
date on which such information first became
known to the party and the names of such
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persons or organizations inserted in the first
and second blank space, respectively.

(2) Exhaustion of administrative remedies

(A) Final agency action within 150 days

The Secretary shall be considered to have
taken final agency action on a petition if—
(i) during the 150-day period referred to
in paragraph (1)(F), the Secretary makes a
final decision within the meaning of sec-
tion 10.45(d) of title 21, Code of Federal
Regulations (or any successor regulation);
or
(ii) such period expires without the Sec-
retary having made such a final decision.
(B) Dismissal of certain civil actions

If a civil action is filed against the Sec-
retary with respect to any issue raised in the
petition before the Secretary has taken final
agency action on the petition within the
meaning of subparagraph (A), the court shall
dismiss without prejudice the action for fail-
ure to exhaust administrative remedies.

(C) Administrative record

For purposes of judicial review related to
the approval of an application for which a
petition under paragraph (1) was submitted,
the administrative record regarding any
issue raised by the petition shall include—

(i) the petition filed under paragraph (1)
and any supplements and comments there-
to;

(ii) the Secretary’s response to such peti-
tion, if issued; and

(iii) other information, as designated by
the Secretary, related to the Secretary’s
determinations regarding the issues raised
in such petition, as long as the informa-
tion was considered by the agency no later
than the date of final agency action as de-
fined under subparagraph (2)(A), and re-
gardless of whether the Secretary re-
sponded to the petition at or before the ap-
proval of the application at issue in the pe-
tition.

(3) Annual report on delays in approvals per

petitions
The Secretary shall annually submit to the

Congress a report that specifies—

(A) the number of applications that were
approved during the preceding 12-month pe-
riod;

(B) the number of such applications whose
effective dates were delayed by petitions re-
ferred to in paragraph (1) during such period;

(C) the number of days by which such ap-
plications were so delayed; and

(D) the number of such petitions that were
submitted during such period.

(4) Exceptions

(A) This subsection does not apply to—

(i) a petition that relates solely to the
timing of the approval of an application pur-
suant to subsection (j)(5)(B)(iv); or

(ii) a petition that is made by the sponsor
of an application and that seeks only to have
the Secretary take or refrain from taking
any form of action with respect to that ap-
plication.
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(B) Paragraph (2) does not apply to a peti-
tion addressing issues concerning an applica-
tion submitted pursuant to section 262(k) of
title 42.

(5) Definitions

(A) Application

For purposes of this subsection, the term
‘“‘application’” means an application sub-
mitted under subsection (b)(2) or (j) of this
section or section 262(k) of title 42.

(B) Petition

For purposes of this subsection, other than
paragraph (1)(A)(i), the term ‘‘petition”
means a request described in paragraph
(D(A)D).

(r) Postmarket drug safety information for pa-
tients and providers
(1) Establishment

Not later than 1 year after September 27,
2007, the Secretary shall improve the trans-
parency of information about drugs and allow
patients and health care providers better ac-
cess to information about drugs by developing
and maintaining an Internet Web site that—

(A) provides links to drug safety informa-
tion listed in paragraph (2) for prescription
drugs that are approved under this section
or licensed under section 262 of title 42; and

(B) improves communication of drug safe-
ty information to patients and providers.

(2) Internet Web site

The Secretary shall carry out paragraph (1)
by—

(A) developing and maintaining an acces-
sible, consolidated Internet Web site with
easily searchable drug safety information,
including the information found on United
States Government Internet Web sites, such
as the United States National Library of
Medicine’s Daily Med and Medline Plus Web
sites, in addition to other such Web sites
maintained by the Secretary;

(B) ensuring that the information provided
on the Internet Web site is comprehensive
and includes, when available and appro-
priate—

(i) patient labeling and patient pack-
aging inserts;

(ii) a link to a list of each drug, whether
approved under this section or licensed
under such section 262, for which a Medica-
tion Guide, as provided for under part 208
of title 21, Code of Federal Regulations (or
any successor regulations), is required;

(iii) a link to the registry and results
data bank provided for under subsections
(i) and (j) of section 282 of title 42;

(iv) the most recent safety information
and alerts issued by the Food and Drug Ad-
ministration for drugs approved by the
Secretary under this section, such as prod-
uct recalls, warning letters, and import
alerts;

(v) publicly available information about
implemented RiskMAPs and risk evalua-
tion and mitigation strategies under sub-
section (0);

(vi) guidance documents and regulations
related to drug safety; and
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(vii) other material determined appro-
priate by the Secretary;

(C) providing access to summaries of the
assessed and aggregated data collected from
the active surveillance infrastructure under
subsection (k)(3) to provide information of
known and serious side-effects for drugs ap-
proved under this section or licensed under
such section 262;

(D) preparing and making publicly avail-
able on the Internet website established
under paragraph (1) best practices for drug
safety surveillance activities for drugs ap-
proved under this section or section 262 of
title 42;

(E) enabling patients, providers, and drug
sponsors to submit adverse event reports
through the Internet Web site;

(F) providing educational materials for pa-
tients and providers about the appropriate
means of disposing of expired, damaged, or
unusable medications; and

(G) supporting initiatives that the Sec-
retary determines to be useful to fulfill the
purposes of the Internet Web site.

(3) Posting of drug labeling

The Secretary shall post on the Internet
Web site established under paragraph (1) the
approved professional labeling and any re-
quired patient labeling of a drug approved
under this section or licensed under such sec-
tion 262 not later than 21 days after the date
the drug is approved or licensed, including in
a supplemental application with respect to a
labeling change.

(4) Private sector resources

To ensure development of the Internet Web
site by the date described in paragraph (1), the
Secretary may, on a temporary or permanent
basis, implement systems or products devel-
oped by private entities.

(5) Authority for contracts

The Secretary may enter into contracts with
public and private entities to fulfill the re-
quirements of this subsection.

(6) Review

The Advisory Committee on Risk Commu-
nication under section 360bbb-6 of this title
shall, on a regular basis, perform a com-
prehensive review and evaluation of the types
of risk communication information provided
on the Internet Web site established under
paragraph (1) and, through other means, shall
identify, clarify, and define the purposes and
types of information available to facilitate the
efficient flow of information to patients and
providers, and shall recommend ways for the
Food and Drug Administration to work with
outside entities to help facilitate the dis-
pensing of risk communication information to
patients and providers.

(s) Referral to advisory committee

Prior to the approval of a drug no active ingre-
dient (including any ester or salt of the active
ingredient) of which has been approved in any
other application under this section or section
262 of title 42, the Secretary shall—
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(1) refer such drug to a Food and Drug Ad-
ministration advisory committee for review at
a meeting of such advisory committee; or

(2) if the Secretary does not refer such a
drug to a Food and Drug Administration advi-
sory committee prior to the approval of the
drug, provide in the action letter on the appli-
cation for the drug a summary of the reasons
why the Secretary did not refer the drug to an
advisory committee prior to approval.

(t) Database for authorized generic drugs
(1) In general
(A) Publication

The Commissioner shall—

(i) not later than 9 months after Sep-
tember 27, 2007, publish a complete list on
the Internet Web site of the Food and Drug
Administration of all authorized generic
drugs (including drug trade name, brand
company manufacturer, and the date the
authorized generic drug entered the mar-
ket); and

(ii) update the list quarterly to include
each authorized generic drug included in
an annual report submitted to the Sec-
retary by the sponsor of a listed drug dur-
ing the preceding 3-month period.

(B) Notification

The Commissioner shall notify relevant
Federal agencies, including the Centers for
Medicare & Medicaid Services and the Fed-
eral Trade Commission, when the Commis-
sioner first publishes the information de-
scribed in subparagraph (A) that the infor-
mation has been published and that the in-
formation will be updated quarterly.

(2) Inclusion

The Commissioner shall include in the list
described in paragraph (1) each authorized ge-
neric drug included in an annual report sub-
mitted to the Secretary by the sponsor of a
listed drug after January 1, 1999.

(3) Authorized generic drug

In this section, the term ‘‘authorized generic
drug” means a listed drug (as that term is
used in subsection (j)) that—

(A) has been approved under subsection (c);
and

(B) is marketed, sold, or distributed di-
rectly or indirectly to retail class of trade
under a different labeling, packaging (other
than repackaging as the listed drug in blis-
ter packs, unit doses, or similar packaging
for use in institutions), product code, labeler
code, trade name, or trade mark than the
listed drug.

(u) Certain drugs containing single enantiomers
(1) In general

For purposes of subsections (¢)(3)(E)(ii) and
(GH)(d)(F)(i), if an application is submitted
under subsection (b) for a non-racemic drug
containing as an active ingredient (including
any ester or salt of the active ingredient) a
single enantiomer that is contained in a race-
mic drug approved in another application
under subsection (b), the applicant may, in the
application for such non-racemic drug, elect to
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have the single enantiomer not be considered
the same active ingredient as that contained
in the approved racemic drug, if—

(A)(i) the single enantiomer has not been
previously approved except in the approved
racemic drug; and

(ii) the application submitted under sub-
section (b) for such non-racemic drug—

(I) includes full reports of new clinical
investigations (other than bioavailability
studies)—

(aa) necessary for the approval of the
application under subsections (c) and (d);
and

(bb) conducted or sponsored by the ap-
plicant; and

(IT) does not rely on any clinical inves-
tigations that are part of an application
submitted under subsection (b) for ap-
proval of the approved racemic drug; and

(B) the application submitted under sub-
section (b) for such non-racemic drug is not
submitted for approval of a condition of
use—

(i) in a therapeutic category in which
the approved racemic drug has been ap-
proved; or

(ii) for which any other enantiomer of
the racemic drug has been approved.

(2) Limitation
(A) No approval in certain therapeutic cat-
egories

Until the date that is 10 years after the
date of approval of a non-racemic drug de-
scribed in paragraph (1) and with respect to
which the applicant has made the election
provided for by such paragraph, the Sec-
retary shall not approve such non-racemic
drug for any condition of use in the thera-
peutic category in which the racemic drug
has been approved.

(B) Labeling

If applicable, the labeling of a non-racemic
drug described in paragraph (1) and with re-
spect to which the applicant has made the
election provided for by such paragraph
shall include a statement that the non-race-
mic drug is not approved, and has not been
shown to be safe and effective, for any condi-
tion of use of the racemic drug.

(3) Definition
(A) In general

For purposes of this subsection, the term
‘““therapeutic category’ means a therapeutic
category identified in the list developed by
the United States Pharmacopeia pursuant to
section 1395w-104(b)(3)(C)(ii) of title 42 and as
in effect on September 27, 2007.

(B) Publication by Secretary

The Secretary shall publish the list de-
scribed in subparagraph (A) and may amend
such list by regulation.

(4) Availability

The election referred to in paragraph (1)
may be made only in an application that is
submitted to the Secretary after September
27, 2007, and before October 1, 2022.
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(v) Antibiotic drugs submitted before November

21, 1997

(1) Antibiotic drugs approved before November
21, 1997

(A) In general

Notwithstanding any provision of the Food
and Drug Administration Modernization Act
of 1997 or any other provision of law, a spon-
sor of a drug that is the subject of an appli-
cation described in subparagraph (B)(i) shall
be eligible for, with respect to the drug, the
3-year exclusivity period referred to under
clauses (iii) and (iv) of subsection (c)(3)(E)
and under clauses (iii) and (iv) of subsection
(1)(B)(F), subject to the requirements of such
clauses, as applicable.

(B) Application; antibiotic drug described
(i) Application
An application described in this clause is
an application for marketing submitted
under this section after October 8, 2008, in
which the drug that is the subject of the
application contains an antibiotic drug de-

scribed in clause (ii).

(ii) Antibiotic drug

An antibiotic drug described in this
clause is an antibiotic drug that was the
subject of an application approved by the

Secretary under section 357 of this title (as

in effect before November 21, 1997).

(2) Antibiotic drugs submitted before Novem-
ber 21, 1997, but not approved

(A) In general

Notwithstanding any provision of the Food
and Drug Administration Modernization Act
of 1997 or any other provision of law, a spon-
sor of a drug that is the subject of an appli-
cation described in subparagraph (B)(i) may
elect to be eligible for, with respect to the
drug—

(i)(I) the 3-year exclusivity period re-
ferred to under clauses (iii) and (iv) of sub-
section (¢)(3)(E) and under clauses (iii) and
(iv) of subsection (j)(6)(F'), subject to the
requirements of such clauses, as applica-
ble; and

(IT) the 5-year exclusivity period referred
to under clause (ii) of subsection (¢)(3)(E)
and under clause (ii) of subsection (j)(5)(F),
subject to the requirements of such
clauses, as applicable; or

(ii) a patent term extension under sec-
tion 156 of title 35, subject to the require-
ments of such section.

(B) Application; antibiotic drug described

(i) Application

An application described in this clause is
an application for marketing submitted
under this section after October 8, 2008, in
which the drug that is the subject of the
application contains an antibiotic drug de-
scribed in clause (ii).

(ii) Antibiotic drug

An antibiotic drug described in this
clause is an antibiotic drug that was the
subject of 1 or more applications received
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by the Secretary under section 357 of this
title (as in effect before November 21, 1997),
none of which was approved by the Sec-
retary under such section.

(3) Limitations
(A) Exclusivities and extensions

Paragraphs (1)(A) and (2)(A) shall not be
construed to entitle a drug that is the sub-
ject of an approved application described in
subparagraphs® (1)(B)(i) or (2)(B)(i), as appli-
cable, to any market exclusivities or patent
extensions other than those exclusivities or
extensions described in paragraph (1)(A) or
(2)(A).

(B) Conditions of use

Paragraphs (1)(A) and (2)(A)(i) shall not
apply to any condition of use for which the
drug referred to in subparagraph (1)(B)(i) or
(2)(B)(i), as applicable, was approved before
October 8, 2008.

(4) Application of certain provisions

Notwithstanding section 125, or any other
provision, of the Food and Drug Administra-
tion Modernization Act of 1997, or any other
provision of law, and subject to the limita-
tions in paragraphs (1), (2), and (3), the provi-
sions of the Drug Price Competition and Pat-
ent Term Restoration Act of 1984 shall apply
to any drug subject to paragraph (1) or any
drug with respect to which an election is made
under paragraph (2)(A).

(w) Deadline for determination on certain peti-
tions

The Secretary shall issue a final, substantive
determination on a petition submitted pursuant
to subsection (b) of section 314.161 of title 21,
Code of Federal Regulations (or any successor
regulations), no later than 270 days after the
date the petition is submitted.

(x) Date of approval in the case of recommended
controls under the CSA

(1) In general

In the case of an application under sub-
section (b) with respect to a drug for which the
Secretary provides notice to the sponsor that
the Secretary intends to issue a scientific and
medical evaluation and recommend controls
under the Controlled Substances Act [21 U.S.C.
801 et seq.], approval of such application shall
not take effect until the interim final rule
controlling the drug is issued in accordance
with section 201(j) of the Controlled Sub-
stances Act [21 U.S.C. 811(j)].

(2) Date of approval

For purposes of this section, with respect to
an application described in paragraph (1), the
term ‘‘date of approval’ shall mean the later
of—

(A) the date an application under sub-
section (b) is approved under subsection (c);
or

(B) the date of issuance of the interim
final rule controlling the drug.

5So in original. Probably should be ‘‘subparagraph’.
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(y) Contrast agents intended for use with appli-
cable medical imaging devices

(1) In general

The sponsor of a contrast agent for which an
application has been approved under this sec-
tion may submit a supplement to the applica-
tion seeking approval for a new use following
the authorization of a premarket submission
for an applicable medical imaging device for
that use with the contrast agent pursuant to
section 360j(p)(1) of this title.

(2) Review of supplement

In reviewing a supplement submitted under
this subsection, the agency center charged
with the premarket review of drugs may—

(A) consult with the center charged with
the premarket review of devices; and

(B) review information and data submitted
to the Secretary by the sponsor of an appli-
cable medical imaging device pursuant to
section 360e, 360(k), or 360c(f)(2) of this title
so long as the sponsor of such applicable
medical imaging device has provided to the
sponsor of the contrast agent a right of ref-
erence.

(3) Definitions

For purposes of this subsection—

(A) the term ‘‘new use’ means a use of a
contrast agent that is described in the ap-
proved labeling of an applicable medical im-
aging device described in section 360j(p) of
this title, but that is not described in the ap-
proved labeling of the contrast agent; and

(B) the terms ‘“‘applicable medical imaging
device’” and ‘‘contrast agent’” have the
meanings given such terms in section 360j(p)
of this title.

(June 25, 1938, ch. 675, §505, 52 Stat. 1052; Pub. L.
86-507, §1(18), June 11, 1960, 74 Stat. 201; Pub. L.
87781, title I, §§102(b)—(d), 103(a), (b),
104(a)-(d)(2), Oct. 10, 1962, 76 Stat. 781-783, 784,
785; Pub. L. 92-387, §4(d), Aug. 16, 1972, 86 Stat.
562; Pub. L. 98-417, title I, §§101, 102(a)-(b)(5), 103,
104, Sept. 24, 1984, 98 Stat. 1585, 1592, 1593, 1597;
Pub. L. 102-282, §5, May 13, 1992, 106 Stat. 161;
Pub. L. 103-80, §3(n), Aug. 13, 1993, 107 Stat. 777;
Pub. L. 105-115, title I, §§115, 117, 119, 120, 124(a),
Nov. 21, 1997, 111 Stat. 2313, 2315, 2316, 2318, 2324;
Pub. L. 106-113, div. B, §1000(a)(9) [title IV,
§4732(b)(11)], Nov. 29, 1999, 113 Stat. 1536,
1501A-584; Pub. L. 107-109, §15(c)(1), Jan. 4, 2002,
115 Stat. 1420; Pub. L. 108-155, §2(b)(1), Dec. 3,
2003, 117 Stat. 1941; Pub. L. 108-173, title XI,
§§1101(a), (b), 1102(a), 1103(a), Dec. 8, 2003, 117
Stat. 2448, 2452, 2457, 2460; Pub. L. 110-85, title
VII, §701(b), title VIII, §801(b)(3)(A), (B), title IX,
§§901(a), 903, 905(a), 914(a), 915, 916, 918, 920, 921,
title XI, §1113, Sept. 27, 2007, 121 Stat. 903, 921,
922, 943, 944, 953, 957, 958, 960-962, 976; Pub. L.
110-316, title III, §301, Aug. 14, 2008, 122 Stat.
3524; Pub. L. 110-379, §4(a), Oct. 8, 2008, 122 Stat.
4076; Pub. L. 111-31, div. A, title I, §103(e), June
22, 2009, 123 Stat. 1837; Pub. L. 111-148, title VII,
§7002(d)(1), title X, §10609, Mar. 23, 2010, 124 Stat.
816, 1014; Pub. L. 112-144, title IX, §905, title XI,
§§1101, 1134(a), 1135, July 9, 2012, 126 Stat. 1092,
1108, 1123; Pub. L. 113-5, title III, §301, Mar. 13,
2013, 127 Stat. 179; Pub. L. 114-89, §2(a)(1), Nov.
25, 2015, 129 Stat. 698; Pub. L. 114-255, div. A, title
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III, §§3024(b), 3031(a), 3075(a), (b), 3101(a)(2)(B),
3102(1), Dec. 13, 2016, 130 Stat. 1099, 1138, 1152,
1156; Pub. L. 115-52, title VI, §601, title VII,
§706(b), title VIII, §§801, 802, 808, title IX, §901(a),
Aug. 18, 2017, 131 Stat. 1048, 1059, 1068, 1069, 1074,
1076; Pub. L. 115-271, title III, §3041(b), Oct. 24,
2018, 132 Stat. 3942; Pub. L. 116-290, §2(a)-(d)(1),
(g), Jan. 5, 2021, 134 Stat. 4889-4892.)

Editorial Notes
REFERENCES IN TEXT

Section 264(c) of the Health Insurance Portability and
Accountability Act of 1996, referred to in subsec.
(K)@C)A@D), H@&H3E)T), is section 264(c) of Pub. L.
104-191, which is set out as a note under section 1320d-2
of Title 42, The Public Health and Welfare.

The General Schedule, referred to in subsec. (n)(5), is
set out under section 5332 of Title 5, Government Orga-
nization and Employees.

Section 101(c) of the Food and Drug Administration
Amendments Act of 2007, referred to in subsec.
(0)(3)(E)(i), is section 101(c) of Pub. L. 110-85, which is
set out as a note under section 379g of this title.

The Food and Drug Administration Modernization
Act of 1997, referred to in subsec. (v)(1)(A), (2)(A), (4), is
Pub. L. 105-115, Nov. 21, 1997, 111 Stat. 2296. Section 125
of the Act amended sections 321, 331, 335a, 352, 360, 3603,
360aa to 360cc, 360ee, 374, 379g, 381, and 382 of this title,
section 45C of Title 26, Internal Revenue Code, section
156 of Title 35, Patents, and section 8126 of Title 38, Vet-
erans’ Benefits, repealed sections 356 and 357 of this
title, and enacted provisions set out as a note under
this section. For complete classification of this Act to
the Code, see Short Title of 1997 Amendment note set
out under section 301 of this title and Tables.

The Drug Price Competition and Patent Term Res-
toration Act of 1984, referred to in subsec. (v)(4), is Pub.
L. 98-417, Sept. 24, 1984, 98 Stat. 1585. For complete clas-
sification of this Act to the Code, see Short Title of
1984 Amendment note set out under section 301 of this
title and Tables.

The Controlled Substances Act, referred to in subsec.
(x)(1), is title IT of Pub. L. 91-513, Oct. 27, 1970, 84 Stat.
1242, which is classified principally to subchapter I
(§801 et seq.) of chapter 13 of this title. For complete
classification of this Act to the Code, see Short Title
note set out under section 801 of this title and Tables.

CODIFICATION

In subsec. (k)(4)(H), ‘‘section 132 of title 41 sub-
stituted for ‘‘section 4(5) of the Federal Procurement
Policy Act” on authority of Pub. L. 111-350, §6(c), Jan.
4, 2011, 124 Stat. 3854, which Act enacted Title 41, Public
Contracts.

AMENDMENTS

2021—Subsec. (b)(1). Pub. L. 116-290, §2(a)(1), amended
par. (1) generally. Prior to amendment, par. (1) related
to requirements for filing an application with respect
to any drug subject to the provisions of subsec. (a).

Subsec. (¢)(2). Pub. L. 116-290, §2(b)(1), inserted at be-
ginning ‘‘Not later than 30 days after the date of ap-
proval of an application submitted under subsection
(b), the holder of the approved application shall file
with the Secretary the patent number and the expira-
tion date of any patent described in subsection
(b)(1)(A)(viii), except that a patent that is identified as
claiming a method of using such drug shall be filed
only if the patent claims a method of use approved in
the application. If a patent described in subsection
(b)(1)(A)(viii) is issued after the date of approval of an
application submitted under subsection (b), the holder
of the approved application shall, not later than 30 days
after the date of issuance of the patent, file the patent
number and the expiration date of the patent, except
that a patent that claims a method of using such drug
shall be filed only if approval for such use has been
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granted in the application.”’; substituted ‘‘described in
subsection (b)(1)(A)(viii).” for ‘“‘which claims the drug
for which the application was submitted or which
claims a method of using such drug and with respect to
which a claim of patent infringement could reasonably
be asserted if a person not licensed by the owner en-
gaged in the manufacture, use, or sale of the drug.”’; in-
serted ‘‘of the type for which information is required to
be submitted in subsection (b)(1)(A)(viii)” after ‘“‘could
not file patent information under subsection (b) be-
cause no patent’’; and inserted at end ‘‘Patent informa-
tion that is not the type of patent information required
by subsection (b)(1)(A)(viii) shall not be submitted
under this paragraph.”

Subsec. (¢)(3)(E). Pub. L. 116-290, §2(g)(1), substituted
“subsection (b)(1)(A)(1)” for ‘“‘clause (A) of subsection
(b)(1)”” wherever appearing.

Subsec. (j)(2)(A)(vi). Pub. L. 116-290, §2(g)(2), sub-
stituted ‘‘clauses (ii) through (vi) of subsection
(b)(1)(A)” for ‘‘clauses (B) through (¥) of subsection
(D).

Subsec. (j)(T)(A)({ii). Pub. L. 116-290, §2(b)(2), struck
out ““(b) or” before ‘“(c)”.

Subsec. ()(M(A)({v). Pub. L. 116-290, §2(c), added cl.
@{iv).

Subsec. ()(T)(D). Pub. L. 116-290, §2(d)(1), added sub-
par. (D).

2018—Subsec. (0)(4)(A). Pub. L. 115271, §3041(b)(1),
substituted ‘‘safety or new effectiveness information”
for ‘‘safety information” in heading and ‘“‘If the Sec-
retary becomes aware of new information, including
any new safety information or information related to
reduced effectiveness, that the Secretary determines
should be included in the labeling of the drug’ for “If
the Secretary becomes aware of new safety information
that the Secretary believes should be included in the
labeling of the drug’” in text. Amendment to heading
was executed to reflect the probable intent of Congress,
notwithstanding error in text directed to be stricken.

Subsec. (0)(9)(B)(1). Pub. L. 115-271, §3041(b)(2), in-

serted ‘‘, or new effectiveness information’ after ‘‘ad-
verse reactions’.
Subsec. (0)(4)(C). Pub. L. 115-271, §3041(b)(3), sub-

stituted ‘‘safety or new effectiveness information’ for
“‘safety information’.

Subsec. (0)4)(E). Pub. L. 115271, §3041(b)(4), sub-
stituted ‘‘safety or new effectiveness information’ for
“‘safety information”.

2017—Subsec. (j)(B)(B)(v). Pub. L. 115-52, §808(1), added
cl. (v).

Subsec. (j)(6)(D)(iv). Pub. L. 115-52, §808(2), added cl.
@(iv).

Subsec. (j)(11), (12). Pub. L. 115-52, §801, added pars.
(11) and (12).

Subsec. (j)(13). Pub. L. 115-52, §3802, added par. (13).

Subsec. (k)(5). Pub. L. 115-52, §901(a), made technical
amendments to directory language of Pub. L. 114-255,
§3075(a). See 2016 Amendment notes below.

Subsec. (u)(4). Pub. L. 115-52, §601, substituted 2022
for <2017,

Subsec. (y). Pub. L. 115-52, §706(b), added subsec. (y).

2016—Subsec. (c)(5). Pub. L. 114-255, §3031(a), added

par. (b).
Subsec. (d). Pub. L. 114-255, §3101(a)(2)(B)(i), sub-
stituted ‘‘marketing approval” for ‘‘premarket ap-

proval’’ in last sentence.

Subsec. (i)(4). Pub. L. 114-255, §3024(b), substituted
‘“‘except where it is not feasible, it is contrary to the
best interests of such human beings, or the proposed
clinical testing poses no more than minimal risk to
such human beings and includes appropriate safeguards
as prescribed to protect the rights, safety, and welfare
of such human beings” for ‘‘except where it is not fea-
sible or it is contrary to the best interests of such
human beings’’.

Subsec. (k)(5)(A). Pub. L. 114-255, §3075(a)(1), as
amended by Pub. L. 115-52, §901(a)(1), substituted
‘“‘screenings’ for ‘‘, bi-weekly screening’’.

Pub. L. 114-255, §3102(1)(A), inserted ‘‘and’ after the
semicolon.
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Subsec. (kK)(5)(B). Pub. L. 114-255, §3075(a)(2), as
amended by Pub. L. 115-52, §901(a), substituted ‘‘; and”
for period at end.

Pub. L. 114-255, §3102(1)(B), (C), redesignated subpar.
(C) as (B) and struck out former subpar. (B) which read
as follows: ‘“‘report to Congress not later than 2 year
after September 27, 2007, on procedures and processes of
the Food and Drug Administration for addressing ongo-
ing post market safety issues identified by the Office of
Surveillance and Epidemiology and how recommenda-
tions of the Office of Surveillance and Epidemiology
are handled within the agency; and”’.

Subsec. (k)(5)(C). Pub. L. 114-255, §3075(a)(3), as
amended by Pub. L. 115-52, §901(a)(1), added subpar. (C).

Pub. L. 114-255, §3102(1)(C), redesignated subpar. (C)
as (B).

Subsec. (q)(5)(A). Pub. L. 114-255, §3101(a)(2)(B)(ii),
substituted ‘‘subsection (b)(2) or (j) of this section or
section 262(k) of title 42’ for ‘‘subsection (b)(2) or (j) of
the Act or 262(k) of title 42”.

Subsec. (r)(2)(D). Pub. L. 114-255, §3075(b), substituted
‘“‘and making publicly available on the Internet website
established under paragraph (1) best practices for drug
safety surveillance activities for drugs approved under
this section or section 262 of title 42 for *‘, by 18
months after approval of a drug or after use of the drug
by 10,000 individuals, whichever is later, a summary
analysis of the adverse drug reaction reports received
for the drug, including identification of any new risks
not previously identified, potential new risks, or known
risks reported in unusual number;”’.

2015—Subsec. (x). Pub. L. 114-89 added subsec. (x).

2013—Subsec. (b)(5)(B). Pub. L. 113-5 substituted
‘‘size—"’ for ‘‘size of clinical trials intended to form the
primary basis of an effectiveness claim or, with respect
to an applicant for approval of a biological product
under section 262(k) of title 42, any necessary clinical
study or studies.”’, added cls. (i) and (ii), and designated
last two sentences as concluding provisions.

2012—Subsec. (d). Pub. L. 112-144, §905, inserted at end
““The Secretary shall implement a structured risk-ben-
efit assessment framework in the new drug approval
process to facilitate the balanced consideration of ben-
efits and risks, a consistent and systematic approach to
the discussion and regulatory decisionmaking, and the
communication of the benefits and risks of new drugs.
Nothing in the preceding sentence shall alter the cri-
teria for evaluating an application for premarket ap-
proval of a drug.”

Subsec. (q)(1)(A). Pub. L. 112-144, §1135(1)(A), sub-
stituted ‘‘subsection (b)(2) or (j) of this section or sec-
tion 262(k) of title 42" for ‘‘subsection (b)(2) or (j)” in
introductory provisions.

Subsec. (q)(1)(F). Pub. L. 112-144, §1135(1)(B), sub-
stituted ‘150 days’ for ‘180 days’ in introductory pro-
visions.

Subsec. (q)(2)(A). Pub. L. 112-144, §1135(2)(A),
stituted ¢“150”° for ‘180’ in heading.

Subsec. (Q)(2)(A)(1). Pub. L. 112-144, §1135(2)(B), sub-
stituted *‘1560-day’’ for ‘‘180-day’’.

Subsec. (q)(4). Pub. L. 112-144, §1135(3), designated ex-
isting provisions as subpar. (A), redesignated former
subpars. (A) and (B) as cls. (i) and (ii), respectively, of
subpar. (A), and added subpar. (B).

Subsec. (q)(5)(A). Pub. L. 112-144, §1135(4), substituted
‘‘subsection (b)(2) or (j) of the Act or 262(k) of title 42
for ‘‘subsection (b)(2) or (j)’.

Subsec. (W)(1)(A)({1)AD). Pub. L. 112-144, §1101(b), in-
serted ‘‘clinical’’ after “‘any’’.

Subsec. (u)(4). Pub. L. 112-144, §1101(a), substituted
€2017 for °2012”".

Subsec. (w). Pub. L. 112-144, §1134(a), added subsec.

sub-

(w).

2010—Subsec. (b)(5)(B). Pub. L. 111-148, §7002(d)(1), in-
serted ‘‘or, with respect to an applicant for approval of
a biological product under section 262(k) of title 42, any
necessary clinical study or studies’” before period at
end of first sentence.

Subsec. (j)(10). Pub. L. 111-148, §10609, added par. (10).

2009—Subsec. (n)(2). Pub. L. 111-31 made technical
amendment to reference in original act which appears
in text as reference to section 394 of this title.
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2008—Subsec. (q)(1)(A). Pub. L. 110-316, §301, inserted
concluding provisions.

Subsec. (v). Pub. L. 110-379 added subsec. (v).

2007—Subsec. (b)(6). Pub. L. 110-85, §801(b)(3)(B), added
par. (6).

Subsec. (e). Pub. L. 110-85, §903, inserted at end ‘“The
Secretary may withdraw the approval of an application
submitted under this section, or suspend the approval
of such an application, as provided under this sub-
section, without first ordering the applicant to submit
an assessment of the approved risk evaluation and
mitigation strategy for the drug under section
355-1(g)(2)(D) of this title.”

Subsec. (1)(4). Pub. L. 110-85, §801(b)(3)(A), inserted at
end ‘“The Secretary shall update such regulations to re-
quire inclusion in the informed consent documents and
process a statement that clinical trial information for
such clinical investigation has been or will be sub-
mitted for inclusion in the registry data bank pursuant
to subsection (j) of section 282 of title 42.”

Subsec. (k)(3), (4). Pub. L. 110-85, §905(a), added pars.
(3) and (4).

Subsec. (k)(5). Pub. L. 110-85, §921, added par. (5).

Subsec. (I). Pub. L. 110-85, §916, designated existing
provisions as par. (1), redesignated former pars. (1) to
(5) as subpars. (A) to (E), respectively, of par. (1), and
added par. (2).

Subsec. (n)(4) to (8). Pub. L. 110-85, §701(b), redesig-
nated pars. (6) to (8) as (4) to (7), respectively, and
struck out former par. (4) which read as follows: ‘‘Each
member of a panel shall publicly disclose all conflicts
of interest that member may have with the work to be
undertaken by the panel. No member of a panel may
vote on any matter where the member or the imme-
diate family of such member could gain financially
from the advice given to the Secretary. The Secretary
may grant a waiver of any conflict of interest require-
ment upon public disclosure of such conflict of interest
if such waiver is necessary to afford the panel essential
expertise, except that the Secretary may not grant a
waiver for a member of a panel when the member’s own
scientific work is involved.”

Subsecs. (0), (p). Pub. L. 110-85, §901(a), added subsecs.
(0) and (p).

Subsec. (q). Pub. L. 110-85, §914(a), added subsec. (q).

Subsec. (r). Pub. L. 110-85, §915, added subsec. (r).

Subsec. (s). Pub. L. 110-85, §918, added subsec. ().

Subsec. (t). Pub. L. 110-85, §920, added subsec. (t).

Subsec. (u). Pub. L. 110-85, §1113, added subsec. (u).

2003—Subsec. (b)(1). Pub. L. 108-155, in second sen-
tence, substituted ‘“(F)” for ‘“‘and (F)” and inserted
‘. and (G) any assessments required under section 355¢c
of this title’” before period at end.

Subsec. (b)(3). Pub. L. 108-173, §1101(b)(1)(A), added
par. (3) and struck out former par. (3) which, in subpar.
(A), required an applicant making a certification under
par. (2)(A)(iv) to include statement that applicant will
give notice to each owner of the patent which is the
subject of the certification and to the holder of the ap-
proved application, in subpar. (B), directed that notice
state that an application has been submitted and in-
clude a detailed statement of the applicant’s opinion
that the patent is not valid or will not be infringed,
and, in subpar. (C), provided that if an application is
amended, notice shall be given when the amended ap-
plication is submitted.

Subsec. (b)(4), (5). Pub. L. 108-173, §1101(b)(1)(B), added
par. (4) and redesignated former par. (4) as (5).

Subsec. (¢)(3). Pub. L. 108-173, §1101(b)(2)(A), sub-
stituted ‘“‘by applying the following to each certifi-
cation made under subsection (b)(2)(A)”’ for ‘‘under the
following’’ in introductory provisions.

Subsec. (¢)(3)(C). Pub. L. 108-173, §1101(b)(2)(B)(iii),
which directed the substitution of ‘‘subsection (b)(3)”’
for ‘“‘paragraph (3)(B)” in third sentence, could not be
executed because such words do not appear. See note
below.

Pub. L. 108-173, §1101(b)(2)(B)(ii)(VI), in concluding
provisions, struck out ‘““Until the expiration of forty-
five days from the date the notice made under para-
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graph (3)(B) is received, no action may be brought
under section 2201 of title 28 for a declaratory judgment
with respect to the patent. Any action brought under
such section 2201 shall be brought in the judicial dis-
trict where the defendant has its principal place of
business or a regular and established place of busi-
ness.” after ‘‘expediting the action.”

Pub. L. 108-173, §1101(b)(2)(B)(1), (ii)(I), in first sen-
tence of introductory provisions, substituted ‘‘unless,
before the expiration of 456 days after the date on which
the notice described in subsection (b)(3) is received, an
action is brought for infringement of the patent that is
the subject of the certification and for which informa-
tion was submitted to the Secretary under paragraph
(2) or subsection (b)(1) before the date on which the ap-
plication (excluding an amendment or supplement to
the application) was submitted’” for ‘‘unless an action
is brought for infringement of a patent which is the
subject of the certification before the expiration of
forty-five days from the date the notice provided under
paragraph (3)(B) is received” and, in second sentence of
introductory provisions, substituted ‘‘subsection (b)(3)”’
for ‘“‘paragraph (3)(B)”.

Subsec. ©B3)(O)(@). Pub. L. 108-173,
§1101(b)(2)(B)(ii)(II), added cl. (i) and struck out former
cl. (i) which read as follows: ‘‘if before the expiration of
such period the court decides that such patent is in-
valid or not infringed, the approval may be made effec-
tive on the date of the court decision,”.

Subsec. (€©)(3)(C)(i). Pub. L. 108-173,
§1101(b)(2)(B)(ii)(III), added cl. (ii) and struck out
former cl. (ii) which read as follows: ‘‘if before the expi-
ration of such period the court decides that such patent
has been infringed, the approval may be made effective
on such date as the court orders under section
271(e)(4)(A) of title 35, or’’.

Subsec. (©)B)(C)({ii). Pub. L. 108-173,
§1101(b)(2)(B)(ii)(IV), substituted ‘‘as provided in clause
(i); or” for ‘‘on the date of such court decision.”

Subsec. ©)B)(C)IvV). Pub. L.
§1101(b)(2)(B)(i1)(V), added cl. (iv).

Subsec. (¢)(3)(D), (E). Pub. L. 108-173, §1101(b)(2)(C),
(D), added subpar. (D) and redesignated former subpar.
(D) as (B).

Subsec. (j)(2)(B). Pub. L. 108-173, §1101(a)(1)(A), added
subpar. (B) and struck out former subpar. (B) which, in
cl. (i), required that an applicant making a certifi-
cation under subpar. (A)(vii)(IV) include in the applica-
tion a statement that notice would be given to each
owner of the patent and the holder of the approved ap-
plication, in cl. (ii), required that notice would state
that an application had been submitted and that it
would include a detailed statement of the basis of the
applicant’s opinion, and, in cl. (iii), directed that notice
of an amended application be given when the amended
application had been submitted.

Subsec. (j)(2)(D). Pub. L. 108-173, §1101(a)(1)(B), added
subpar. (D).

Subsec. (j)(5)(B). Pub. L. 108-173, §1101(a)(2)(A)(), sub-
stituted ‘“‘by applying the following to each certifi-
cation made under paragraph (2)(A)(vii)” for ‘“‘under the
following”’ in introductory provisions.

Subsec. (G (5)(B)(ii). Pub. L. 108-173,
§1101(a)(2)(A)({i)(IT)(ee), which directed amendment of
the second sentence of subsec. (j)(5)(B)(iii) by striking
“Until the expiration” and all that follows in the mat-
ter after and below subclause (IV), was executed by
striking ‘‘Until the expiration of forty-five days from
the date the notice made under paragraph (2)(B)(i) is
received, no action may be brought under section 2201
of title 28, for a declaratory judgment with respect to
the patent. Any action brought under section 2201 shall
be brought in the judicial district where the defendant
has its principal place of business or a regular and es-
tablished place of business.” after ‘‘expediting the ac-
tion.” in concluding provisions, to reflect the probable
intent of Congress.

Pub. L. 108-173, §1101(a)(2)(A)({i)(I), in introductory
provisions, substituted ‘‘unless, before the expiration of
45 days after the date on which the notice described in

108-173,
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paragraph (2)(B) is received, an action is brought for in-
fringement of the patent that is the subject of the cer-
tification and for which information was submitted to
the Secretary under subsection (b)(1) or (c)(2) before
the date on which the application (excluding an amend-
ment or supplement to the application), which the Sec-
retary later determines to be substantially complete,
was submitted’”’ for ‘‘unless an action is brought for in-
fringement of a patent which is the subject of the cer-
tification before the expiration of forty-five days from
the date the notice provided under paragraph (2)(B)@) is
received”.

Subsec. (GHBGYBYEiND). Pub. L. 108-173,
§1101(a)(2)(A)({i)(IT)(aa), added subcl. (I) and struck out
former subcl. (I) which read as follows: ‘‘if before the
expiration of such period the court decides that such
patent is invalid or not infringed, the approval shall be
made effective on the date of the court decision,”.

Subsec. (GH(BGYBH)(iDHAD). Pub. L. 108-173,
§1101(a)(2)(A)(i1)(AI)(bb), added subcl. (IT) and struck out
former subcl. (II) which read as follows: ‘‘if before the
expiration of such period the court decides that such
patent has been infringed, the approval shall be made
effective on such date as the court orders under section
271(e)(4)(A) of title 35, or”.

Subsec. (GH(5)(B)(Aii)(III). Pub. L. 108-173,
§1101(a)(2)(A)({i)(IT)(cc), substituted ‘‘as provided in
subclause (I); or” for ‘“‘on the date of such court deci-
sion.”

Subsec. (HGYBIIDHAV). Pub. L.
§1101(a)(2)(A)(1)(IT)(dd), added subcl. (IV).

Subsec. (j)(5)(B)(iv). Pub. L. 108-173, §1102(a)(1), added
cl. (iv) and struck out former cl. (iv) which read as fol-
lows: “If the application contains a certification de-
scribed in subclause (IV) of paragraph (2)(A)(vii) and is
for a drug for which a previous application has been
submitted under this subsection continuing such a cer-
tification, the application shall be made effective not
earlier than one hundred and eighty days after—

‘“(I) the date the Secretary receives notice from the
applicant under the previous application of the first
commercial marketing of the drug under the previous
application, or

‘(II) the date of a decision of a court in an action
described in clause (iii) holding the patent which is
the subject of the certification to be invalid or not in-
fringed,

whichever is earlier.”

Subsec. (j)(6)(C). Pub. L. 108-173, §1101(a)(2)(B), (C),
added subpar. (C). Former subpar. (C) redesignated (E).

Subsec. (j)(6)(D). Pub. L. 108-173, §1102(a)(2), added
subpar. (D).

Pub. L. 108-173, §1101(a)(2)(B), redesignated subpar.
(D) as (F).

Subsec. (JHB)E), (F). Pub. L. 108-173, §1101(a)(2)(B),
redesignated subpars. (C) and (D) as (E) and (F), respec-
tively.

Subsec. (j)(8)(A). Pub. L. 108-173, §1103(a)(1), added
subpar. (A) and struck out former subpar. (A) which
read as follows: ‘“The term ‘bioavailability’ means the
rate and extent to which the active ingredient or thera-
peutic ingredient is absorbed from a drug and becomes
available at the site of drug action.”

Subsec. (j)(8)(C). Pub. L. 108-173, §1103(a)(2), added
subpar. (C).

2002—Subsec. (i1)(1)(D). Pub. L. 107-109 added subpar.

108-173,

(D).

1999—Subsec. (m). Pub. L. 106-113 substituted ‘‘United
States Patent and Trademark Office” for ‘‘Patent and
Trademark Office of the Department of Commerce’.

1997—Subsec. (b)(1). Pub. L. 105-115, §115(b), inserted
at end ‘“The Secretary shall, in consultation with the
Director of the National Institutes of Health and with
representatives of the drug manufacturing industry, re-
view and develop guidance, as appropriate, on the in-
clusion of women and minorities in clinical trials re-
quired by clause (A).”

Subsec. (b)(4). Pub. L. 105-115, §119(a), added par. (4).

Subsec. (c)(4). Pub. L. 105-115, §124(a), added par. (4).

Subsec. (d). Pub. L. 105-115, §115(a), inserted at end
“If the Secretary determines, based on relevant
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science, that data from one adequate and well-con-
trolled clinical investigation and confirmatory evi-
dence (obtained prior to or after such investigation) are
sufficient to establish effectiveness, the Secretary may
consider such data and evidence to constitute substan-
tial evidence for purposes of the preceding sentence.”’

Subsec. (i). Pub. L. 105-115, §117, inserted ‘‘(1)” after
(i), redesignated former pars. (1) to (3) as subpars. (A)
to (C), respectively, of par. (1), added pars. (2) to (4), and
struck out closing provisions which read as follows:
‘‘Such regulations shall provide that such exemption
shall be conditioned upon the manufacturer, or the
sponsor of the investigation, requiring that experts
using such drugs for investigational purposes certify to
such manufacturer or sponsor that they will inform
any human beings to whom such drugs, or any controls
used in connection therewith, are being administered,
or their representatives, that such drugs are being used
for investigational purposes and will obtain the consent
of such human beings or their representatives, except
where they deem it not feasible or, in their professional
judgment, contrary to the best interests of such human
beings. Nothing in this subsection shall be construed to
require any clinical investigator to submit directly to
the Secretary reports on the investigational use of
drugs.”

Subsec. (j)(2)(A)@@). Pub. L. 105-115, §119(b)(2)(A), sub-
stituted “paragraph (7)” for ‘‘paragraph (6).

Subsec. (j)(3). Pub. L. 105-115, §119(b)(1)(B), added par.
(3). Former par. (3) redesignated (4).

Subsec. (j)(4). Pub. L. 105-115, §119(b)(1)(A), (2)(B), re-
designated par. (3) as (4) and in introductory provisions
substituted ‘‘paragraph (5)” for ‘‘paragraph (4)”.
Former par. (4) redesignated (5).

Subsec. (j)(4)(I). Pub. L. 105-115, §119(b)(2)(C), sub-
stituted ‘“‘paragraph (6)”’ for ‘‘paragraph (5).

Subsec. (j)(5), (6). Pub. L. 105-115, §119(b)(1)(A), redes-
ignated pars. (4) and (5) as (b) and (6), respectively.
Former par. (6) redesignated (7).

Subsec. (j)(7). Pub. L. 105-115, §119(b)(1)(A), (2)(D), re-
designated par. (6) as (7) and in subpar. (C) substituted
“paragraph (6)” for ‘‘paragraph (5)” in two places.
Former par. (7) redesignated (8).

Subsec. (j)(8), (9). Pub. L. 105-115, §119(b)(1)(A), redes-
ignated pars. (7) and (8) as (8) and (9), respectively.

Subsec. (n). Pub. L. 105-115, §120, added subsec. (n).

1993—Subsec. (j)(6)(A)({ii). Pub. L. 103-80, §3(n)(1)(A),
substituted ‘‘Secretary’’ for ‘“Secretry’’.

Subsec. (j)(6)(A)({ii). Pub. L. 103-80, §3(n)(1)(B), in-
serted comma after ‘‘published by the Secretary’’.

Subsec. (k)(1). Pub. L. 103-80, §3(n)(2), substituted
‘‘section. Regulations’ for ‘‘section: Provided, however,
That regulations”.

1992—Subsec. (j)(8). Pub. L. 102-282 added par. (8).

1984—Subsec. (a). Pub. L. 98-417, §102(b)(1), inserted
“or (j)’ after ‘‘subsection (b)”.

Subsec. (b). Pub. L. 98-417, §§102(a)(1), 103(a), des-
ignated existing provisions of subsec. (b) as par. (1)
thereof and redesignated existing cls. (1) through (6) of
such par. (1) as cls. (A) through (F) thereof, respec-
tively, inserted requirement that the applicant file
with the application the patent number and the expira-
tion date of any patent which claims the drug for which
the applicant submitted the application or which
claims a method of using such drug and with respect to
which a claim of patent infringement could reasonably
by asserted if a person not licensed by the owner en-
gaged in the manufacture, use, or sale of the drug, that
the applicant amend the application to include such in-
formation if an application is filed under this sub-
section for a drug and a patent which claims such drug
or a method of using such drug is issued after the filing
date but before approval of the application, and that
upon approval of the application, the Secretary publish
the information submitted, and added pars. (2) and (3).

Subsec. (c¢). Pub. L. 98-417, §§102(a)(2), (b)(2), 103(b),
designated existing provisions of subsec. (¢) as par. (1)
thereof and in par. (1) as so designated substituted
‘‘subsection (b)”’ for ‘‘this subsection’ and redesignated
former pars. (1) and (2) as subpars. (A) and (B), respec-
tively, and added pars. (2) and (3).
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Subsec. (d)(6), (7). Pub. L. 98-417, §102(a)(3)(A), added
cl. (6) relating to the failure of the application to con-
tain the patent information prescribed by subsec. (b) of
this section, and redesignated former cl. (6) as (7).

Subsec. (e). Pub. L. 98417, §102(a)(3)(B), in first sen-
tence, added a new cl. (4) relating to the failure to file
the patent information prescribed by subsec. (¢) of this
section within 30 days after the receipt of written no-
tice from the Secretary specifying the failure to file
such information, and redesignated former cl. (4) as (5).

Pub. L. 98-417, §102(b)(3), (4), in second sentence, in-
serted in provisions preceding cl. (1) ‘‘submitted under
subsection (b) or (j)”’ and in cl. (1) substituted ‘‘under
subsection (k) or to comply with the notice require-
ments of section 360(k)(2) of this title” for ‘‘under sub-
section (j) or to comply with the notice requirements of
section 360(j)(2) of this title’.

Subsecs. (j), (k). Pub. L. 98-417, §101, added subsec. (j)
and redesignated former subsec. (j) as (k).

Subsec. (k)(1). Pub. L. 98-417, §102(b)(5), substituted
‘“under subsection (b) or (j)’ for ‘“‘pursuant to this sec-
tion”.

Subsecs. (1), (m). Pub. L. 98417, §104, added subsecs.
(1) and (m).

1972—Subsec. (e). Pub. L. 92-387 inserted ‘‘or to com-
ply with the notice requirements of section 360(j)(2) of
this title” in cl. (1) of second sentence relating to the
maintenance of records.

1962—Subsec. (a). Pub. L. 87-781, §104(a), inserted ‘‘an
approval of”’ before ‘‘an application”.

Subsec. (b). Pub. L. 87-781, §102(b), inserted ‘‘and
whether such drug is effective in use’ after ‘‘is safe for
use’’.

Subsec. (c¢). Pub. L. 87-781, §104(b), substituted provi-
sions requiring the Secretary, within 180 days after fil-
ing an application, or such additional period as the
Secretary and the applicant agree upon, to either ap-
prove the application, if meeting the requirements of
subsec. (d) of this section, or give notice of opportunity
for hearing on question of whether such application is
approvable, and providing that if applicant requests
hearing in writing within 30 days, the hearing shall
begin within 90 days after expiration of said 30 days,
unless the Secretary and applicant agree otherwise,
that such hearing shall be expedited, and that the Sec-
retary’s order shall be issued within 90 days after date
for filing final briefs, for provisions which had an appli-
cation become effective on the sixtieth day after filing
thereof unless prior thereto the Secretary postponed
the date by written notice to such time, but not more
than 180 days after filing, as the Secretary deemed nec-
essary to study and investigate the application.

Subsec. (d). Pub. L. 87-781, §102(c), inserted references
to subsec. (c¢), added cls. (6) and (6), provided that if
after notice and opportunity for hearing, the Secretary
finds that cls. (1) to (6) do not apply, he shall approve
the application, and defined ‘‘substantial evidence’ as
used in this subsection and subsec. (e) of this section.

Subsec. (e). Pub. L. 87-781, §102(d), amended subsec.
(e) generally, and among other changes, directed the
Secretary to withdraw approval of an application if by
tests, other scientific data or experience, or new evi-
dence of clinical experience not contained in the appli-
cation or available at the time of its approval, the drug
is shown to be unsafe, or on the basis of new informa-
tion, there is shown a lack of substantial evidence that
the drug has the effect it is represented to have, and
provided that if the Secretary, or acting Secretary,
finds there is an imminent hazard to the public health,
he may suspend approval immediately, notify the ap-
plicant, and give him opportunity for an expedited
hearing, that the Secretary may withdraw approval if
the applicant fails to establish a system for maintain-
ing required records, or has repeatedly or deliberately
failed to maintain records and make reports, or has re-
fused access to, or copying or verification of such
records, or if the Secretary finds on new evidence that
the methods, facilities and controls in the manufac-
turing, processing, and packing are inadequate to as-
sure and preserve the drugs’ identity, strength, quality
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and purity, and were not made adequate within a rea-
sonable time after receipt of written notice thereof, or
finds on new evidence, that the labeling is false or mis-
leading and was not corrected within a reasonable time
after receipt of written notice thereof.

Subsec. (f). Pub. L. 87-781, §104(c), substituted provi-
sions requiring the Secretary to revoke any previous
order under subsecs. (d) or (e) of this section refusing,
withdrawing, or suspending approval of an application
and to approve such application or reinstate such ap-
proval, for provisions which required him to revoke an
order refusing effectiveness to an application.

Subsec. (h). Pub. L. 87-781, §104(d)(1), (2), inserted ‘‘as
provided in section 2112 of title 28, and ‘‘except that
until the filing of the record the Secretary may modify
or set aside his order”’, substituted ‘‘or withdrawing ap-
proval of an application under this section’ for ‘‘to per-
mit the application to become effective, or suspending
the effectiveness of the application’, ‘“United States
court of appeals for the circuit’ for ‘‘district court of
the United States within any district’, ‘‘Court of Ap-
peals for the District of Columbia Circuit’’ for ‘‘District
Court for the District of Columbia’, ‘‘transmitted by
the clerk of the court to” for ‘‘served upon’’, and ‘‘by
the Supreme Court of the United States upon certiorari
or certification as provided in section 1254 of title 28"
for ‘‘as provided in sections 225, 346, and 347 of title 28,
as amended, and in section 7, as amended, of the Act
entitled ‘An Act to establish a Court of Appeals for the
District of Columbia’, approved February 9, 1893, and
eliminated ‘“‘upon’’ before ‘‘any officer designated”, ‘‘a
transcript of”’ before ‘‘the record’ and ‘‘and decree’ be-
fore ‘‘of the court affirming”’.

Subsec. (i). Pub. L. 87-781, §103(b), inserted ‘‘the fore-
going subsections of’’ after ‘‘operation of’’, and ‘‘and ef-
fectiveness’ after ‘‘safety’’, and provided that the regu-
lations may condition exemptions upon the submission
of reports of preclinical tests to justify the proposed
clinical testing, upon the obtaining by the manufac-
turer or sponsor of the investigation of a new drug of
a signed agreement from each of the investigators that
patients to whom the drug is administered will be
under his supervision or under investigators respon-
sible to him, and that he will not supply such drug to
any other investigator, or to clinics, for administration
to human beings, or upon the establishment and main-
tenance of records and reports of data obtained by the
investigational use of such drug, as the Secretary finds
will enable him to evaluate the safety and effectiveness
of such drug, and provided that the regulations shall
condition an exemption upon the manufacturer or
sponsor of the investigation requiring that experts
using such drugs certify that they will inform humans
to whom such drugs or any controls connected there-
with are administered, or their representatives, and
will obtain the consent of such people where feasible
and not contrary to the best interests of such people,
and that reports on the investigational use of drugs are
not required to be submitted directly to the Secretary.

Subsec. (j). Pub. L. 87-781, §103(a), added subsec. (j).

1960—Subsec. (g). Pub. L. 86-507 inserted ‘‘or by cer-
tified mail”’ after ‘‘registered mail’’.

Statutory Notes and Related Subsidiaries
EFFECTIVE DATE OF 2021 AMENDMENT

Pub. L. 116-290, §2(d)(2), Jan. 5, 2021, 134 Stat. 4891,
provided that: ‘“‘Subparagraph (D) of section 505(j)(7) of
the Federal Food, Drug, and Cosmetic Act (21 U.S.C.
355(j)(7)), as added by paragraph (1), applies only with
respect to a decision described in such subparagraph
that is issued on or after the date of enactment of this
Act [Jan. 5, 2021].”

EFFECTIVE DATE OF 2012 AMENDMENT

Pub. L. 112-144, title XI, §1134(b), July 9, 2012, 126
Stat. 1123, provided that: ‘“The amendment made by
subsection (a) [amending this section] shall apply to
any petition that is submitted pursuant to subsection



Page 209

(b) of section 314.161 of title 21, Code of Federal Regula-
tions (or any successor regulations), on or after the
date of enactment of this Act [July 9, 2012].”’

EFFECTIVE DATE OF 2007 AMENDMENT

Pub. L. 110-85, title VII, §701(c), Sept. 27, 2007, 121
Stat. 904, provided that: ‘“The amendments made by
this section [enacting section 379d-1 of this title and
amending this section] shall take effect on October 1,
2007.”

Amendment by sections 901(a), 903, and 905(a) of Pub.
L. 110-85 effective 180 days after Sept. 27, 2007, see sec-
tion 909 of Pub. L. 110-85, set out as a note under sec-
tion 331 of this title.

EFFECTIVE DATE OF 2003 AMENDMENTS

Pub. L. 108-173, title XI, §1101(c), Dec. 8, 2003, 117 Stat.
2456, provided that:

‘(1) IN GENERAL.—Except as provided in paragraphs
(2) and (3), the amendments made by subsections (a)
and (b) [amending this section] apply to any proceeding
under section 505 of the Federal Food, Drug, and Cos-
metic Act (21 U.S.C. 355) that is pending on or after the
date of the enactment of this Act [Dec. 8, 2003] regard-
less of the date on which the proceeding was com-
menced or is commenced.

‘(2) NOTICE OF OPINION THAT PATENT IS INVALID OR
WILL NOT BE INFRINGED.—The amendments made by sub-
sections (a)(1) and (b)(1) apply with respect to any cer-
tification under subsection (M)(2)(A)({V) or
(H(2)(A)(vii)(IV) of section 505 of the Federal Food,
Drug, and Cosmetic Act (21 U.S.C. 355) submitted on or
after August 18, 2003, in an application filed under sub-
section (b) or (j) of that section or in an amendment or
supplement to an application filed under subsection (b)
or (j) of that section.

‘(3) EFFECTIVE DATE OF APPROVAL.—The amendments
made by subsections (a)(2)(A)(ii)(T) and (b)(2)(B)(i) apply
with respect to any patent information submitted
under subsection (b)(1) or (c)(2) of section 505 of the
Federal Food, Drug, and Cosmetic Act (21 U.S.C. 355) on
or after August 18, 2003.”’

Pub. L. 108-173, title XI, §1102(b), Dec. 8, 2003, 117 Stat.
2460, provided that:

‘(1) IN GENERAL.—Except as provided in paragraph (2),
the amendment made by subsection (a) [amending this
section] shall be effective only with respect to an appli-
cation filed under section 505(j) of the Federal Food,
Drug, and Cosmetic Act (21 U.S.C. 355(j)) after the date
of the enactment of this Act [Dec. 8, 2003] for a listed
drug for which no certification under section
505(j)(2)(A)(vii)(IV) of that Act was made before the
date of the enactment of this Act.

‘‘(2) COLLUSIVE AGREEMENTS.—If a forfeiture event de-
scribed in section 505(j)(5)(D)(i)(V) of that Act occurs in
the case of an applicant, the applicant shall forfeit the
180-day period under section 505(j)(5)(B)(iv) of that Act
without regard to when the first certification under
section 505(j)(2)(A)(vii)(IV) of that Act for the listed
drug was made.

‘“(3) DECISION OF A COURT WHEN THE 180-DAY EXCLU-
SIVITY PERIOD HAS NOT BEEN TRIGGERED.—With respect
to an application filed before, on, or after the date of
the enactment of this Act [Dec. 8, 2003] for a listed drug
for which a certification under section
505(j)(2)(A)(vii)(IV) of that Act was made before the
date of the enactment of this Act and for which neither
of the events described in subclause (I) or (II) of section
505(j)(5)(B)(iv) of that Act (as in effect on the day before
the date of the enactment of this Act) has occurred on
or before the date of the enactment of this Act, the
term ‘decision of a court’ as used in clause (iv) of sec-
tion 505(j)(6)(B) of that Act means a final decision of a
court from which no appeal (other than a petition to
the Supreme Court for a writ of certiorari) has been or
can be taken.”

Amendment by Pub. L. 108-155 effective Dec. 3, 2003,
except as otherwise provided, see section 4 of Pub. L.
108-155, set out as an Effective Date note under section
355¢ of this title.
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EFFECTIVE DATE OF 1999 AMENDMENT

Amendment by Pub. L. 106-113 effective 4 months
after Nov. 29, 1999, see section 1000(a)(9) [title IV, §4731]
of Pub. L. 106-113, set out as a note under section 1 of
Title 35, Patents.

EFFECTIVE DATE OF 1997 AMENDMENT

Amendment by Pub. L. 105-115 effective 90 days after
Nov. 21, 1997, except as otherwise provided, see section
501 of Pub. L. 105-115, set out as a note under section 321
of this title.

EFFECTIVE DATE OF 1984 AMENDMENT

Pub. L. 98417, title I, §105, Sept. 24, 1984, 98 Stat. 1597,
provided that:

‘“(a) The Secretary of Health and Human Services
shall promulgate, in accordance with the notice and
comment requirements of section 553 of title 5, United
States Code, such regulations as may be necessary for
the administration of section 505 of the Federal Food,
Drug, and Cosmetic Act [this section], as amended by
sections 101, 102, and 103 of this Act, within one year of
the date of enactment of this Act [Sept. 24, 1984].

“(b) During the period beginning sixty days after the
date of the enactment of this Act [Sept. 24, 1984], and
ending on the date regulations promulgated under sub-
section (a) take effect, abbreviated new drug applica-
tions may be submitted in accordance with the provi-
sions of section 314.2 of title 21 of the Code of Federal
Regulations and shall be considered as suitable for any
drug which has been approved for safety and effective-
ness under section 505(c) of the Federal Food, Drug, and
Cosmetic Act [subsec. (c) of this section] before the
date of the enactment of this Act. If any such provision
is inconsistent with the requirements of section 505(j)
of the Federal Food, Drug, and Cosmetic Act, the Sec-
retary shall consider the application under the applica-
ble requirements of such section. The Secretary of
Health and Human Services may not approve such an
abbreviated new drug application which is filed for a
drug which is described in sections 505(c)(3)(D) and
505(j)(4)(D) of the Federal Food, Drug, and Cosmetic
Act, except in accordance with such section.”

EFFECTIVE DATE OF 1972 AMENDMENT

Amendment by Pub. L. 92-387 effective on first day of
sixth month beginning after Aug. 16, 1972, see section 5
of Pub. L. 92-387, set out as a note under section 360 of
this title.

EFFECTIVE DATE OF 1962 AMENDMENT

Amendment by Pub. L. 87-781 effective on first day of
seventh calendar month following October 1962, see sec-
tion 107 of Pub. L. 87-781, set out as a note under sec-
tion 321 of this title.

CONSTRUCTION OF AMENDMENT BY PUB. L. 110-85

Pub. L. 110-85, title IX, §905(b), Sept. 27, 2007, 121 Stat.
949, provided that: ‘“Nothing in this section [amending
this section] or the amendment made by this section
shall be construed to prohibit the lawful disclosure or
use of data or information by an entity other than as
described in paragraph (4)(B) or (4)(G) of section 505(k)
of the Federal Food, Drug, and Cosmetic Act [21 U.S.C.
3565(k)], as added by subsection (a).”

CONSTRUCTION OF AMENDMENTS BY PUB. L. 102-282

Amendment by Pub. L. 102-282 not to preclude any
other civil, criminal, or administrative remedy pro-
vided under Federal or State law, including any private
right of action against any person for the same action
subject to any action or civil penalty under an amend-
ment made by Pub. L. 102-282, see section 7 of Pub. L.
102-282, set out as a note under section 335a of this title.

TRANSFER OF FUNCTIONS

For transfer of functions of Federal Security Admin-
istrator to Secretary of Health, Education, and Welfare
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[now Health and Human Services], and of Food and
Drug Administration in the Department of Agriculture
to Federal Security Agency, see notes set out under
section 321 of this title.

CLARIFYING FDA REGULATION OF NON-ADDICTIVE PAIN
PRODUCTS

Pub. L. 115-271, title III, §3001, Oct. 24, 2018, 132 Stat.
3932, provided that:

‘‘(a) PuBLIC MEETINGS.—Not later than one year after
the date of enactment of this Act [Oct. 24, 2018], the
Secretary of Health and Human Services (referred to in
this section as the ‘Secretary’), acting through the
Commissioner of Food and Drugs, shall hold not less
than one public meeting to address the challenges and
barriers of developing non-addictive medical products
intended to treat acute or chronic pain or addiction,
which may include—

‘(1) the manner by which the Secretary may incor-
porate the risks of misuse and abuse of a controlled
substance (as defined in section 102 of the Controlled
Substances Act (21 U.S.C. 802)) into the risk benefit
assessments under subsections (d) and (e) of section
505 of the Federal Food, Drug, and Cosmetic Act (21
U.S.C. 3b5), section 510(k) of such Act (21 U.S.C.
360(k)), or section 515(c) of such Act (21 U.S.C.
360e(c)), as applicable;

‘“(2) the application of novel clinical trial designs
(consistent with section 3021 of the 21st Century
Cures Act (Public Law 114-255) [set out as a note
below]), use of real world evidence (consistent with
section 505F of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 355g)), and use of patient experience
data (consistent with section 569C of the Federal
Food, Drug, and Cosmetic Act (21 U.S.C. 360bbb-8c))
for the development of non-addictive medical prod-
ucts intended to treat pain or addiction;

‘“(3) the evidentiary standards and the development
of opioid-sparing data for inclusion in the labeling of
medical products intended to treat acute or chronic
pain; and

‘“(4) the application of eligibility criteria under sec-
tions 506 and 515B of the Federal Food, Drug, and Cos-
metic Act (21 U.S.C. 356, 360e-3) for non-addictive
medical products intended to treat pain or addiction.
““(b) GUIDANCE.—Not less than one year after the pub-

lic meetings are conducted under subsection (a) the
Secretary shall issue one or more final guidance docu-
ments, or update existing guidance documents, to help
address challenges to developing non-addictive medical
products to treat pain or addiction. Such guidance doc-
uments shall include information regarding—

‘(1) how the Food and Drug Administration may
apply sections 506 and 5156B of the Federal Food, Drug,
and Cosmetic Act (21 U.S.C. 356, 360e-3) to non-addict-
ive medical products intended to treat pain or addic-
tion, including the circumstances under which the
Secretary—

““(A) may apply the eligibility criteria under such
sections 506 and 515B to non-addictive medical prod-
ucts intended to treat pain or addiction;

‘“(B) considers the risk of addiction of controlled
substances approved to treat pain when estab-
lishing unmet medical need; and

“(C) considers pain, pain control, or pain manage-
ment in assessing whether a disease or condition is
a serious or life-threatening disease or condition;
‘(2) the methods by which sponsors may evaluate

acute and chronic pain, endpoints for non-addictive
medical products intended to treat pain, the manner
in which endpoints and evaluations of efficacy will be
applied across and within review divisions, taking
into consideration the etiology of the underlying dis-
ease, and the manner in which sponsors may use sur-
rogate endpoints, intermediate endpoints, and real
world evidence;

‘(3) the manner in which the Food and Drug Ad-
ministration will assess evidence to support the in-
clusion of opioid-sparing data in the labeling of non-
addictive medical products intended to treat acute or
chronic pain, including—
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‘““(A) alternative data collection methodologies,
including the use of novel clinical trial designs
(consistent with section 3021 of the 21st Century
Cures Act (Public Law 114-255) [set out as a note
below]) and real world evidence (consistent with
section 505F of the Federal Food, Drug, and Cos-
metic Act (21 U.S.C. 355g)), including patient reg-
istries and patient reported outcomes, as appro-
priate, to support product labeling;

‘“(B) ethical considerations of exposing subjects
to controlled substances in clinical trials to de-
velop opioid-sparing data and considerations on
data collection methods that reduce harm, which
may include the reduction of opioid use as a clin-
ical benefit;

“(C) endpoints, including primary, secondary, and
surrogate endpoints, to evaluate the reduction of
opioid use;

‘(D) best practices for communication between
sponsors and the agency on the development of data
collection methods, including the initiation of data
collection; and

‘“(E) the appropriate format in which to submit
such data results to the Secretary; and
‘“(4) the circumstances under which the Food and

Drug Administration considers misuse and abuse of a
controlled substance (as defined in section 102 of the
Controlled Substances Act (21 U.S.C. 802)) in making
the risk benefit assessment under paragraphs (2) and
(4) of subsection (d) of section 505 of the Federal
Food, Drug, and Cosmetic Act (21 U.S.C. 355) and in
finding that a drug is unsafe under paragraph (1) or
(2) of subsection (e) of such section.

‘‘(c) DEFINITIONS.—In this section—

‘(1) the term ‘medical product’ means a drug (as de-
fined in section 201(g)(1) of the Federal Food, Drug,
and Cosmetic Act (21 U.S.C. 321(g)(1))), biological
product (as defined in section 351(i) of the Public
Health Service Act (42 U.S.C. 262(i))), or device (as de-
fined in section 201(h) of the Federal Food, Drug, and
Cosmetic Act (21 U.S.C. 321(h))); and

“(2) the term ‘opioid-sparing’ means reducing, re-
placing, or avoiding the use of opioids or other con-
trolled substances intended to treat acute or chronic
pain.”

GUIDANCE REGARDING REDUCTION IN DRUG
EFFECTIVENESS

Pub. L. 115271, title III, §3041(c), Oct. 24, 2018, 132
Stat. 3943, provided that: ‘‘Not less than one year after
the date of enactment of this Act [Oct. 24, 2018], the
Secretary of Health and Human Services shall issue
guidance regarding the circumstances under which the
Food and Drug Administration may require postmarket
studies or clinical trials to assess the potential reduc-
tion in effectiveness of a drug and how such reduction
in effectiveness could result in a change to the benefits
of the drug and the risks to the patient. Such guidance
shall also address how the Food and Drug Administra-
tion may apply this section [amending this section and
section 355-1 of this title] and the amendments made
thereby with respect to circumstances under which the
Food and Drug Administration may require postmarket
studies or clinical trials and safety labeling changes re-
lated to the use of controlled substances for acute or
chronic pain.”

ANNUAL REPORT ON INSPECTIONS

Pub. L. 115-52, title IX, §902, Aug. 18, 2017, 131 Stat.
1077, provided that: ‘“‘Not later than March 1 of each
year, the Secretary of Health and Human Services shall
post on the internet website of the Food and Drug Ad-
ministration information related to inspections of fa-
cilities necessary for approval of a drug under section
505 of the Federal Food, Drug, and Cosmetic Act (21
U.S.C. 355), approval of a device under section 515 of
such Act (21 U.S.C. 360e), or clearance of a device under
section 510(k) of such Act (21 U.S.C. 360(k)) that were
conducted during the previous calendar year. Such in-
formation shall include the following:
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‘(1) The median time following a request from staff
of the Food and Drug Administration reviewing an
application or report to the beginning of the inspec-
tion, and the median time from the beginning of an
inspection to the issuance of a report pursuant to sec-
tion 704(b) of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 374(b)).

‘“(2) The median time from the issuance of a report
pursuant to such section 704(b) to the sending of a
warning letter, issuance of an import alert, or hold-
ing of a regulatory meeting for inspections for which
the Secretary concluded that regulatory or enforce-
ment action was indicated.

‘(3) The median time from the sending of a warning
letter, issuance of an import alert, or holding of a
regulatory meeting to resolution of the regulatory or
enforcement action indicated for inspections for
which the Secretary concluded that such action was
indicated.

‘“(4) The number of times that a facility was issued
a report pursuant to such section 704(b) and approval
of an application was delayed due to the issuance of
a withhold recommendation.”

REPORT ON PATIENT EXPERIENCE DRUG DEVELOPMENT

Pub. L. 114-255, div. A, title III, § 3004, Dec. 13, 2016, 130
Stat. 1085, provided that: “Not later than June 1 of 2021,
2026, and 2031, the Secretary of Health and Human Serv-
ices, acting through the Commissioner of Food and
Drugs, shall prepare and publish on the Internet
website of the Food and Drug Administration a report
assessing the use of patient experience data in regu-
latory decisionmaking, in particular with respect to
the review of patient experience data and information
on patient-focused drug development tools as part of
applications approved under section 505(c) of the Fed-
eral Food, Drug, and Cosmetic Act (21 U.S.C. 355(c)) or
section 351(a) of the Public Health Service Act (42
U.S.C. 262(a)).”

NOVEL CLINICAL TRIAL DESIGNS

Pub. L. 114-255, div. A, title III, §3021, Dec. 13, 2016, 130
Stat. 1095, provided that:

‘‘(a) PROPOSALS FOR USE OF NOVEL CLINICAL TRIAL
DESIGNS FOR DRUGS AND BIOLOGICAL PRODUCTS.—For
purposes of assisting sponsors in incorporating complex
adaptive and other novel trial designs into proposed
clinical protocols and applications for new drugs under
section 505 of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 355) and biological products under sec-
tion 351 of the Public Health Service Act (42 U.S.C. 262),
the Secretary of Health and Human Services (referred
to in this section as the ‘Secretary’) shall conduct a
public meeting and issue guidance in accordance with
subsection (b).

“(b) GUIDANCE ADDRESSING USE OF NOVEL CLINICAL
TRIAL DESIGNS.—

‘(1) IN GENERAL.—The Secretary, acting through
the Commissioner of Food and Drugs, shall update or
issue guidance addressing the use of complex adapt-
ive and other novel trial design in the development
and regulatory review and approval or licensure for
drugs and biological products.

‘“(2) CONTENTS.—The guidance under paragraph (1)
shall address—

‘“(A) the use of complex adaptive and other novel
trial designs, including how such clinical trials pro-
posed or submitted help to satisfy the substantial
evidence standard under section 505(d) of the Fed-
eral Food, Drug, and Cosmetic Act (21 U.S.C.
355(d));

“(B) how sponsors may obtain feedback from the
Secretary on technical issues related to modeling
and simulations prior to—

‘“(i) completion of such modeling or simula-
tions; or

‘“(ii) the submission of resulting information to
the Secretary;

‘“(C) the types of quantitative and qualitative in-
formation that should be submitted for review; and
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‘(D) recommended analysis methodologies.

‘(3) PUBLIC MEETING.—Prior to updating or issuing
the guidance required by paragraph (1), the Secretary
shall consult with stakeholders, including representa-
tives of regulated industry, academia, patient advo-
cacy organizations, consumer groups, and disease re-
search foundations, through a public meeting to be
held not later than 18 months after the date of enact-
ment of this Act [Dec. 13, 2016].

‘“(4) TIMING.—The Secretary shall update or issue a
draft version of the guidance required by paragraph
(1) not later than 18 months after the date of the pub-
lic meeting required by paragraph (3) and finalize
such guidance not later than 1 year after the date on
which the public comment period for the draft guid-
ance closes.”

VARIATIONS FROM CGMP STREAMLINED APPROACH

Pub. L. 114-255, div. A, title III, §3038(c), Dec. 13, 2016,
130 Stat. 1110, provided that: ““Not later than 18 months
after the date of enactment of this Act [Dec. 13, 2016],
the Secretary of Health and Human Services (referred
to in this subsection as the ‘Secretary’) shall identify
types of combination products and manufacturing proc-
esses with respect to which the Secretary proposes that
good manufacturing processes may be adopted that
vary from the requirements set forth in section 4.4 of
title 21, Code of Federal Regulations (or any successor
regulations) or that the Secretary proposes can satisfy
the requirements in section 4.4 through alternative or
streamlined mechanisms. The Secretary shall identify
such types, variations from such requirements, and
such mechanisms, in a proposed list published in the
Federal Register. After a public comment period re-
garding the appropriate good manufacturing practices
for such types, the Secretary shall publish a final list
in the Federal Register, notwithstanding section 553 of
title 5, United States Code. The Secretary shall evalu-
ate such types, variations, and mechanisms using a
risk-based approach. The Secretary shall periodically
review such final list.”

FDA OPIOID ACTION PLAN

Pub. L. 114-198, title I, §106(a), July 22, 2016, 130 Stat.
702, provided that:

‘(1) NEW DRUG APPLICATION.—

‘“(A) IN GENERAL.—Subject to subparagraph (B),
prior to the approval pursuant to an application sub-
mitted under section 505(b) of the Federal Food,
Drug, and Cosmetic Act (21 U.S.C. 355(b)) of a new
drug that is an opioid, the Secretary of Health and
Human Services (referred to in this section [enacting
provisions set out as notes under this section and sec-
tion 355-1 of this title] as the ‘Secretary’) shall refer
the application to an advisory committee of the Food
and Drug Administration to seek recommendations
from such advisory committee.

‘(B) PUBLIC HEALTH EXEMPTION.—A referral to an
advisory committee under subparagraph (A) is not re-
quired with respect to a new opioid drug or drugs if
the Secretary—

‘(i) finds that such a referral is not in the inter-
est of protecting and promoting public health;

‘“(ii) finds that such a referral is not necessary
based on a review of the relevant scientific infor-
mation; and

‘“(iii) submits a notice containing the rationale
for such findings to the Committee on Health, Edu-
cation, Labor, and Pensions of the Senate and the
Committee on Energy and Commerce of the House
of Representatives.

‘“(2) PEDIATRIC OPIOID LABELING.—The Secretary shall
convene the Pediatric Advisory Committee of the Food
and Drug Administration to seek recommendations
from such Committee regarding a framework for the
inclusion of information in the labeling of drugs that
are opioids relating to the use of such drugs in pedi-
atric populations before the Secretary approves any la-
beling or change to labeling for any drug that is an
opioid intended for use in a pediatric population.
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‘(3) SUNSET.—The requirements of paragraphs (1) and
(2) shall cease to be effective on October 1, 2022.””

GUIDANCE ON EVALUATING THE ABUSE DETERRENCE OF
GENERIC SOLID ORAL OPIOID DRUG PRODUCTS

Pub. L. 114-198, title I, §106(c), July 22, 2016, 130 Stat.
703, provided that: ‘““Not later than 18 months after the
end of the period for public comment on the draft guid-
ance entitled ‘General Principles for Evaluating the
Abuse Deterrence of Generic Solid Oral Opioid Drug
Products’ issued by the Center for Drug Evaluation and
Research of the Food and Drug Administration in
March 2016, the Commissioner of Food and Drugs shall
publish in the Federal Register a final version of such
guidance.”

GUIDANCE ON PATHOGEN-FOCUSED ANTIBACTERIAL DRUG
DEVELOPMENT

Pub. L. 112-144, title VIII, §806, July 9, 2012, 126 Stat.
1082, provided that:

‘‘(a) DRAFT GUIDANCE.—Not later than June 30, 2013,
in order to facilitate the development of antibacterial
drugs for serious or life-threatening bacterial infec-
tions, particularly in areas of unmet need, the Sec-
retary of Health and Human Services shall publish
draft guidance that—

‘(1) specifies how preclinical and clinical data can
be utilized to inform an efficient and streamlined
pathogen-focused antibacterial drug development
program that meets the approval standards of the
Food and Drug Administration; and

‘(2) provides advice on approaches for the develop-
ment of antibacterial drugs that target a more lim-
ited spectrum of pathogens.

‘“(b) FINAL GUIDANCE.—Not later than December 31,
2014, after notice and opportunity for public comment
on the draft guidance under subsection (a), the Sec-
retary of Health and Human Services shall publish final
guidance consistent with this section.”

GUIDANCE ON ABUSE-DETERRENT PRODUCTS

Pub. L. 112-144, title XI, §1122(c), July 9, 2012, 126
Stat. 1113, as amended by Pub. L. 114-255, div. A, title
111, §3101(b)(3)(B), Dec. 13, 2016, 130 Stat. 1156, provided
that: ‘“Not later than 6 months after the date of enact-
ment of this Act [July 9, 2012], the Secretary [of Health
and Human Services] shall issue guidance on the devel-
opment of abuse-deterrent drug products.”

EXTENSION OF PERIOD FOR FIRST APPLICANT To OB-
TAIN TENTATIVE APPROVAL WITHOUT FORFEITING 180-
DAY-EXCLUSIVITY PERIOD

Pub. L. 112-144, title XI, §1133, July 9, 2012, 126 Stat.
1122, provided that:
‘“(a) EXTENSION.—

‘(1) IN GENERAL.—If a first applicant files an appli-
cation during the 30-month period ending on the date
of enactment of this Act [July 9, 2012] and such appli-
cation initially contains a certification described in
paragraph (2)(A)(vii)(IV) of section 505(j) of the Fed-
eral Food, Drug, and Cosmetic Act (21 U.S.C. 355(j)),
or if a first applicant files an application and the ap-
plication is amended during such period to first con-
tain such a certification, the phrase ‘30 months’ in
paragraph (56)(D)(i)(IV) of such section shall, with re-
spect to such application, be read as meaning—

‘“(A) during the period beginning on the date of
enactment of this Act, and ending on September 30,
2015, ‘40 months’; and

‘(B) during the period beginning on October 1,
2015, and ending on September 30, 2016, ‘36 months’.
‘(2) CONFORMING AMENDMENT.—In the case of an ap-

plication to which an extended period under para-

graph (1) applies, the reference to the 30-month period

under section 505(q)(1)(G) of the Federal Food, Drug,

and Cosmetic Act (21 U.S.C. 355(q)(1)(G)) shall be read

to be the applicable period under paragraph (1).

“(b) PERIOD FOR OBTAINING TENTATIVE APPROVAL OF
CERTAIN APPLICATIONS.—If an application is filed on or
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before the date of enactment of this Act [July 9, 2012]
and such application is amended during the period be-
ginning on the day after the date of enactment of this
Act and ending on September 30, 2017, to first contain
a certification described in paragraph (2)(A)(vii)(IV) of
section 505(j) of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 355(j)), the date of the filing of such
amendment (rather than the date of the filing of such
application) shall be treated as the beginning of the 30-
month period described in paragraph (5)(D)(H)(IV) of
such section 505(j).

‘‘(c) DEFINITIONS.—For the purposes of this section,
the terms ‘application’ and ‘first applicant’ mean appli-
cation and first applicant, as such terms are used in
section 505(j)(5)(D)(1)(IV) of the Federal Food, Drug, and
Cosmetic Act (21 U.S.C. 355()(5)(D)E)AV)).”

EFFECT OF AMENDMENTS BY PUB. L. 110-85 ON
VETERINARY MEDICINE

Pub. L. 110-85, title IX, §907, Sept. 27, 2007, 121 Stat.
950, provided that: ‘““This subtitle [subtitle A (§§901-909)
of title IX of Pub. L. 110-85, enacting sections 353c and
355-1 of this title, amending this section and sections
331, 333, and 352 of this title and section 262 of Title 42,
The Public Health and Welfare, and enacting provisions
set out as notes under this section and sections 331, 352,
and 355a of this title], and the amendments made by
this subtitle, shall have no effect on the use of drugs
approved under section 505 of the Federal Food, Drug,
and Cosmetic Act [21 U.S.C. 355] by, or on the lawful
written or oral order of, a licensed veterinarian within
the context of a veterinarian-client-patient relation-
ship, as provided for under section 512(a)(5) of such Act
[21 U.S.C. 360b(a)(5)].”

EFFECT OF AMENDMENT BY PUB. L. 108-173 ON
ABBREVIATED NEW DRUG APPLICATIONS

Pub. L. 108-173, title XI, §1103(b), Dec. 8, 2003, 117 Stat.
2461, provided that: ‘“The amendment made by sub-
section (a) [amending this section] does not alter the
standards for approval of drugs under section 505(j) of
the Federal Food, Drug, and Cosmetic Act (21 U.S.C.
355(j)).”

FEDERAL TRADE COMMISSION REVIEW

Pub. L. 108-173, title XI, subtitle B, Dec. 8, 2003, 117
Stat. 2461, as amended by Pub. L. 115-263, §3, Oct. 10,
2018, 132 Stat. 3673; Pub. L. 115-271, title IV, §4004, Oct.
24, 2018, 132 Stat. 3960, provided that:

‘“SEC. 1111. DEFINITIONS.
“In this subtitle:

(1) ANDA.—The term ‘ANDA’ means an abbre-
viated drug application, as defined under section
201(aa) of the Federal Food, Drug, and Cosmetic Act
[21 U.S.C. 321(aa)].

€“(2) ASSISTANT ATTORNEY GENERAL.—The term ‘As-
sistant Attorney General’ means the Assistant Attor-
ney General in charge of the Antitrust Division of the
Department of Justice.

“(3) BIOSIMILAR BIOLOGICAL PRODUCT.—The term
‘biosimilar biological product’ means a biological
product for which a biosimilar biological product ap-
plication under section 351(k) of the Public Health
Service Act [42 U.S.C. 262(k)] is approved.

““(4) BIOSIMILAR BIOLOGICAL PRODUCT APPLICANT.—
The term ‘biosimilar biological product applicant’
means a person who has filed or received approval for
a biosimilar biological product application under sec-
tion 351(k) of the Public Health Service Act [42 U.S.C.
262(k)].

¢“(5) BIOSIMILAR BIOLOGICAL PRODUCT APPLICATION.—
The term ‘biosimilar biological product application’
means an application under section 351(k) of the Pub-
lic Health Service Act [42 U.S.C. 262(k)] for licensure
of a biological product as biosimilar to, or inter-
changeable with, a reference product.

‘“(6) BRAND NAME DRUG.—The term ‘brand name
drug’ means a drug for which an application is ap-
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proved under section 505(c) of the Federal Food, Drug,
and Cosmetic Act [21 U.S.C. 355(c)], including an ap-
plication referred to in section 505(b)(2) of such Act
[21 U.S.C. 355(b)(2)], or a biological product for which
an application is approved under section 351(a) of the
Public Health Service Act [42 U.S.C. 262(a)].

“(7) BRAND NAME DRUG COMPANY.—The term ‘brand
name drug company’ means the party that holds the
approved application referred to in paragraph (6) for
a brand name drug that is a listed drug in an ANDA
or a reference product in a biosimilar biological prod-
uct application, or a party that is the owner of a pat-
ent for which information is submitted for such drug
under subsection (b) or (c) of section 505 of the Fed-
eral Food, Drug, and Cosmetic Act [21 U.S.C. 355(b),
(c)] or the owner, or exclusive licensee, of a patent in-
cluded in a list provided under section 351(1)(3) of the
Public Health Service Act [42 U.S.C. 262(1)(3)].

‘4(8) COMMISSION.—The term ‘Commission’ means
the Federal Trade Commission.

‘“(9) GENERIC DRUG.—The term ‘generic drug’ means
a drug for which an application under section 505(j) of
the Federal Food, Drug, and Cosmetic Act [21 U.S.C.
3565(j)] is approved.

‘“(10) GENERIC DRUG APPLICANT.—The term ‘generic
drug applicant’ means a person who has filed or re-
ceived approval for an ANDA under section 505(j) of
the Federal Food, Drug, and Cosmetic Act [21 U.S.C.
355(j)1.

‘‘(11) LISTED DRUG.—The term ‘listed drug’ means a
brand name drug that is listed under section 505(j)(7)
of the Federal Food, Drug, and Cosmetic Act [21
U.S.C. 355(j)(N1.

‘“(12) REFERENCE PRODUCT.—The term ‘reference
product’ has the meaning given such term in section
361(i) of the Public Health Service Act [42 U.S.C.
262(1)].

“SEC. 1112. NOTIFICATION OF AGREEMENTS.

‘‘(a) AGREEMENT WITH BRAND NAME DRUG COMPANY.—

‘(1) REQUIREMENT.—A generic drug applicant that
has submitted an ANDA containing a certification
under section 505(j)(2)(A)(vii)(IV) of the Federal Food,
Drug, and Cosmetic Act [21 U.S.C. 355(j)(2)(A)(vii)(IV)]
or a biosimilar biological product applicant who has
submitted a biosimilar biological product application
and a brand name drug company that enter into an
agreement described in paragraph (2) shall each file
the agreement in accordance with subsection (c). The
agreement shall be filed prior to the date of the first
commercial marketing of the generic drug that is the
subject of the ANDA or the biosimilar biological
product that is the subject of the biosimilar biologi-
cal product application, as applicable.

‘(2) SUBJECT MATTER OF AGREEMENT.—An agree-
ment described in this paragraph between a generic
drug applicant or a biosimilar biological product ap-
plicant and a brand name drug company is an agree-
ment regarding—

‘“(A) the manufacture, marketing, or sale of the
brand name drug that is the listed drug in the
ANDA or the reference product in the biosimilar bi-
ological product application involved;

‘(B) the manufacture, marketing, or sale of the
generic drug for which the ANDA was submitted or
of the biosimilar biological product for which the
biosimilar biological product application was sub-
mitted; or

‘(C) as applicable—

‘(i) the 180-day period referred to in section
505(j)(5)(B)(iv) of the Federal Food, Drug, and Cos-
metic Act [21 U.S.C. 355(j)(6)(B)(iv)] as it applies
to such ANDA or to any other ANDA based on the
same listed drug; or

‘(i) any of the time periods referred to in sec-
tion 351(k)(6) of the Public Health Service Act [42
U.S.C. 262(k)(6)] as such period applies to such
biosimilar biological product application or to
any other biosimilar biological product applica-
tion based on the same reference product.
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“(b) AGREEMENT WITH ANOTHER GENERIC DRUG APPLI-
CANT OR BIOSIMILAR BIOLOGICAL PRODUCT APPLICANT.—

‘(1) REQUIREMENT.—

‘““(A) GENERIC DRUGS.—A generic drug applicant
that has submitted an ANDA containing a certifi-
cation under section 505(j)(2)(A)(vii)(IV) of the Fed-
eral Food, Drug, and Cosmetic Act [21 U.S.C.
355(j)(2)(A)(vii)(IV)] with respect to a listed drug
and another generic drug applicant that has sub-
mitted an ANDA containing such a certification for
the same listed drug shall each file the agreement
in accordance with subsection (c¢). The agreement
shall be filed prior to the date of the first commer-
cial marketing of either of the generic drugs for
which such ANDASs were submitted.

‘(B) BIOSIMILAR BIOLOGICAL PRODUCTS.—A bio-
similar biological product applicant that has sub-
mitted a biosimilar biological product application
that references a reference product and another bio-
similar biological product applicant that has sub-
mitted a biosimilar biological product application
that references the same reference product shall
each file the agreement in accordance with sub-
section (c). The agreement shall be filed prior to
the date of the first commercial marketing of ei-
ther of the biosimilar biological products for which
such biosimilar biological product applications
were submitted.

‘(2) SUBJECT MATTER OF AGREEMENT.—AnN agree-
ment described in this paragraph is, as applicable, an
agreement between 2 or more generic drug applicants
regarding the 180-day period referred to in section
505(j)(5)(B)(iv) of the Federal Food, Drug, and Cos-
metic Act [21 U.S.C. 355(j)(6)(B)(iv)] as it applies to
the ANDAs with which the agreement is concerned,,
[sic] an agreement between 2 or more biosimilar bio-
logical product applicants regarding a time period re-
ferred to in section 351(k)(6) of the Public Health
Service Act [42 U.S.C. 262(k)(6)] as it applies to the
biosimilar biological product, or an agreement be-
tween 2 or more biosimilar biological product appli-
cants regarding the manufacture, marketing, or sale
of a biosimilar biological product.

“(c) FILING.—

‘(1) AGREEMENT.—The parties that are required in
subsection (a) or (b) to file an agreement in accord-
ance with this subsection shall file with the Assistant
Attorney General and the Commission the text of any
such agreement, except that such parties are not re-
quired to file an agreement that solely concerns—

“‘(A) purchase orders for raw material supplies;

“(B) equipment and facility contracts;

‘(C) employment or consulting contracts; or

‘(D) packaging and labeling contracts.

‘(2) OTHER AGREEMENTS.—The parties that are re-
quired in subsection (a) or (b) to file an agreement in
accordance with this subsection shall file with the
Assistant Attorney General and the Commission the
text of any agreements between the parties that are
not described in such subsections and are contingent
upon, provide a contingent condition for, were en-
tered into within 30 days of, or are otherwise related
to an agreement that is required in subsection (a) or
(b) to be filed in accordance with this subsection.

‘“(3) DESCRIPTION.—In the event that any agreement
required in subsection (a) or (b) to be filed in accord-
ance with this subsection has not been reduced to
text, each of the parties involved shall file written
descriptions of such agreement that are sufficient to
disclose all the terms and conditions of the agree-
ment.

“SEC. 1113. FILING DEADLINES.

“Any filing required under section 1112 shall be filed
with the Assistant Attorney General and the Commis-
sion not later than 10 business days after the date the
agreements are executed.

“SEC. 1114. DISCLOSURE EXEMPTION.

‘““Any information or documentary material filed

with the Assistant Attorney General or the Commis-



§355

sion pursuant to this subtitle shall be exempt from dis-
closure under section 552 of title 5, United States Code,
and no such information or documentary material may
be made public, except as may be relevant to any ad-
ministrative or judicial action or proceeding. Nothing
in this section is intended to prevent disclosure to ei-
ther body of the Congress or to any duly authorized
committee or subcommittee of the Congress.

“SEC. 1115. ENFORCEMENT.

‘‘(a) CIVIL PENALTY.—Any brand name drug company,
generic drug applicant, or biosimilar biological product
applicant which fails to comply with any provision of
this subtitle shall be liable for a civil penalty of not
more than $11,000, for each day during which such enti-
ty is in violation of this subtitle. Such penalty may be
recovered in a civil action brought by the United
States, or brought by the Commission in accordance
with the procedures established in section 16(a)(1) of
the Federal Trade Commission Act (15 U.S.C. 56(a) [156
U.S.C. 56(a)(1)D).

“(b) COMPLIANCE AND EQUITABLE RELIEF.—If any
brand name drug company, generic drug applicant, or
biosimilar biological product applicant fails to comply
with any provision of this subtitle, the United States
district court may order compliance, and may grant
such other equitable relief as the court in its discretion
determines necessary or appropriate, upon application
of the Assistant Attorney General or the Commission.

“SEC. 1116. RULEMAKING.

“The Commission, with the concurrence of the As-
sistant Attorney General and by rule in accordance
with section 553 of title 5, United States Code, con-
sistent with the purposes of this subtitle—

‘(1) may define the terms used in this subtitle;

‘(2) may exempt classes of persons or agreements
from the requirements of this subtitle; and

“(3) may prescribe such other rules as may be nec-
essary and appropriate to carry out the purposes of
this subtitle.

“SEC. 1117. SAVINGS CLAUSE.

““Any action taken by the Assistant Attorney General
or the Commission, or any failure of the Assistant At-
torney General or the Commission to take action,
under this subtitle shall not at any time bar any pro-
ceeding or any action with respect to any agreement
between a brand name drug company and a generic
drug applicant or a biosimilar biological product appli-
cant, any agreement between generic drug applicants,
or any agreement between biosimilar biological prod-
uct applicants, under any other provision of law, nor
shall any filing under this subtitle constitute or create
a presumption of any violation of any competition
laws.

“SEC. 1118. EFFECTIVE DATE.
“This subtitle shall—
‘(1) take effect 30 days after the date of the enact-
ment of this Act [Dec. 8, 2003]; and
‘(2) shall apply to agreements described in section
1112 that are entered into 30 days after the date of the
enactment of this Act.”

REPORT ON PATIENT ACCESS TO NEW THERAPEUTIC
AGENTS FOR PEDIATRIC CANCER

Pub. L. 107-109, §15(d), Jan. 4, 2002, 115 Stat. 1421, pro-
vided that: ‘““Not later than January 31, 2003, the Sec-
retary of Health and Human Services, acting through
the Commissioner of Food and Drugs and in consulta-
tion with the Director of the National Institutes of
Health, shall submit to the Committee on Health, Edu-
cation, Labor, and Pensions of the Senate and the Com-
mittee on Energy and Commerce of the House of Rep-
resentatives a report on patient access to new thera-
peutic agents for pediatric cancer, including access to
single patient use of new therapeutic agents.”

DATA REQUIREMENTS FOR DRUGS AND BIOLOGICS

Pub. L. 105-115, title I, §118, Nov. 21, 1997, 111 Stat.
2316, provided that: “Within 12 months after the date of

TITLE 21—FOOD AND DRUGS

Page 214

enactment of this Act [Nov. 21, 1997], the Secretary of
Health and Human Services, acting through the Com-
missioner of Food and Drugs, shall issue guidance that
describes when abbreviated study reports may be sub-
mitted, in lieu of full reports, with a new drug applica-
tion under section 505(b) of the Federal Food, Drug, and
Cosmetic Act (21 U.S.C. 355(b)) and with a biologics li-
cense application under section 351 of the Public Health
Service Act (42 U.S.C. 262) for certain types of studies.
Such guidance shall describe the kinds of studies for
which abbreviated reports are appropriate and the ap-
propriate abbreviated report formats.”

REQUIREMENTS FOR REVIEW OF APPROVAL PROCEDURES
AND CURRENT GOOD MANUFACTURING PRACTICES FOR
POSITRON EMISSION TECHNOLOGY

Pub. L. 105-115, title I, §121(c), Nov. 21, 1997, 111 Stat.
2321, provided that:
‘(1) PROCEDURES AND REQUIREMENTS.—

““(A) IN GENERAL.—In order to take account of the
special characteristics of positron emission tomog-
raphy drugs and the special techniques and processes
required to produce these drugs, not later than 2
years after the date of enactment of this Act [Nov. 21,
1997], the Secretary of Health and Human Services
shall establish—

‘(i) appropriate procedures for the approval of
positron emission tomography drugs pursuant to
section 505 of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 355); and

‘“(ii) appropriate current good manufacturing
practice requirements for such drugs.

‘/(B) CONSIDERATIONS AND CONSULTATION.—In estab-
lishing the procedures and requirements required by
subparagraph (A), the Secretary of Health and
Human Services shall take due account of any rel-
evant differences between not-for-profit institutions
that compound the drugs for their patients and com-
mercial manufacturers of the drugs. Prior to estab-
lishing the procedures and requirements, the Sec-
retary of Health and Human Services shall consult
with patient advocacy groups, professional associa-
tions, manufacturers, and physicians and scientists
licensed to make or use positron emission tomog-
raphy drugs.

‘“(2) SUBMISSION OF NEW DRUG APPLICATIONS AND AB-
BREVIATED NEW DRUG APPLICATIONS.—

‘“(A) IN GENERAL.—Except as provided in subpara-
graph (B), the Secretary of Health and Human Serv-
ices shall not require the submission of new drug ap-
plications or abbreviated new drug applications under
subsection (b) or (j) of section 505 (21 U.S.C. 355), for
compounded positron emission tomography drugs
that are not adulterated drugs described in section
501(a)(2)(C) of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 351(a)(2)(C)) (as amended by subsection
(b)), for a period of 4 years after the date of enact-
ment of this Act [Nov. 21, 1997], or for 2 years after
the date on which the Secretary establishes proce-
dures and requirements under paragraph (1), which-
ever is longer.

‘(B) EXCEPTION.—Nothing in this Act [see Short
Title of 1997 Amendment note set out under section
301 of this title] shall prohibit the voluntary submis-
sion of such applications or the review of such appli-
cations by the Secretary of Health and Human Serv-
ices. Nothing in this Act shall constitute an exemp-
tion for a positron emission tomography drug from
the requirements of regulations issued under section
505(i) of the Federal Food, Drug, and Cosmetic Act (21
U.S.C. 355(i)).”

““COMPOUNDED POSITRON EMISSION TOPOGRAPHY DRUG”’
DEFINED

Pub. L. 105-115, title I, §121(e), Nov. 21, 1997, 111 Stat.
2322, provided that: ‘“As used in this section [amending
sections 321 and 351 of this title and enacting provisions
set out as notes under this section and section 351 of
this title], the term ‘compounded positron emission to-
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mography drug’ has the meaning given the term in sec-
tion 201 of the Federal Food, Drug, and Cosmetic Act
(21 U.8.C. 321).”

REQUIREMENTS FOR RADIOPHARMACEUTICALS

Pub. L. 105-115, title I, §122, Nov. 21, 1997, 111 Stat.
2322, provided that:
‘‘(a) REQUIREMENTS.—
‘(1) REGULATIONS.—

““(A) PROPOSED REGULATIONS.—Not later than 180
days after the date of enactment of this Act [Nov.
21, 1997], the Secretary of Health and Human Serv-
ices, after consultation with patient advocacy
groups, associations, physicians licensed to use
radiopharmaceuticals, and the regulated industry,
shall issue proposed regulations governing the ap-
proval of radiopharmaceuticals. The regulations
shall provide that the determination of the safety
and effectiveness of such a radiopharmaceutical
under section 505 of the Federal Food, Drug, and
Cosmetic Act (21 U.S.C. 355) or section 351 of the
Public Health Service Act (42 U.S.C. 262) shall in-
clude consideration of the proposed use of the
radiopharmaceutical in the practice of medicine,
the pharmacological and toxicological activity of
the radiopharmaceutical (including any carrier or
ligand component of the radiopharmaceutical), and
the estimated absorbed radiation dose of the radio-
pharmaceutical.

‘B) FINAL REGULATIONS.—Not later than 18
months after the date of enactment of this Act, the
Secretary shall promulgate final regulations gov-
erning the approval of the radiopharmaceuticals.
‘“(2) SPECIAL RULE.—In the case of a radiopharma-

ceutical, the indications for which such radiopharma-
ceutical is approved for marketing may, in appro-
priate cases, refer to manifestations of disease (such
as biochemical, physiological, anatomic, or patholog-
ical processes) common to, or present in, one or more
disease states.
‘“(b) DEFINITION.—In this section, the term ‘radio-
pharmaceutical’ means—
‘(1) an article—

‘“(A) that is intended for use in the diagnosis or
monitoring of a disease or a manifestation of a dis-
ease in humans; and

‘(B) that exhibits spontaneous disintegration of
unstable nuclei with the emission of nuclear par-
ticles or photons; or
‘(2) any nonradioactive reagent kit or nuclide gen-

erator that is intended to be used in the preparation
of any such article.”

SPECIAL RULE

Pub. L. 105-115, title I, §123(f), Nov. 21, 1997, 111 Stat.
2324, provided that: ‘“The Secretary of Health and
Human Services shall take measures to minimize dif-
ferences in the review and approval of products re-
quired to have approved biologics license applications
under section 351 of the Public Health Service Act (42
U.S.C. 262) and products required to have approved new
drug applications under section 505(b)(1) of the Federal
Food, Drug, and Cosmetic Act (21 U.S.C. 355(b)(1)).”

TRANSITION

Pub. L. 110-379, §4(b), Oct. 8, 2008, 122 Stat. 4077, pro-
vided that:

‘(1) With respect to a patent issued on or before the
date of the enactment of this Act [Oct. 8, 2008], any pat-
ent information required to be filed with the Secretary
of Health and Human Services under subsection (b)(1)
or (c)(2) of section 505 of the Federal Food, Drug, and
Cosmetic Act (21 U.S.C. 355) to be listed on a drug to
which subsection (v)(1) of such section 505 (as added by
this section) applies shall be filed with the Secretary
not later than 60 days after the date of the enactment
of this Act.

‘(2) With respect to any patent information referred
to in paragraph (1) of this subsection that is filed with
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the Secretary within the 60-day period after the date of
the enactment of this Act [Oct. 8, 2008], the Secretary
shall publish such information in the electronic version
of the list referred to at section 505(j)(7) of the Federal
Food, Drug, and Cosmetic Act (21 U.S.C. 355(j)(7)) as
soon as it is received, but in no event later than the
date that is 90 days after the enactment of this Act.

‘“(3) With respect to any patent information referred
to in paragraph (1) that is filed with the Secretary
within the 60-day period after the date of enactment of
this Act [Oct. 8, 2008], each applicant that, not later
than 120 days after the date of the enactment of this
Act, amends an application that is, on or before the
date of the enactment of this Act, a substantially com-
plete application (as defined in paragraph (5)(B)(iv) of
section 505(j) of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 3565(j))) to contain a certification de-
scribed in paragraph (2)(A)(vii)(IV) of such section 505(j)
with respect to that patent shall be deemed to be a first
applicant (as defined in paragraph (5)(B)(iv) of such sec-
tion 505(j)).”

Pub. L. 105-115, title I, §125(d), Nov. 21, 1997, 111 Stat.
2326, provided that:

‘(1) IN GENERAL.—An application that was approved
by the Secretary of Health and Human Services before
the date of the enactment of this Act [Nov. 21, 1997] for
the marketing of an antibiotic drug under section 507 of
the Federal Food, Drug, and Cosmetic Act (21 U.S.C.
3567), as in effect on the day before the date of the enact-
ment of this Act, shall, on and after such date of enact-
ment, be considered to be an application that was sub-
mitted and filed under section 505(b) of such Act (21
U.S.C. 355(b)) and approved for safety and effectiveness
under section 505(c) of such Act (21 U.S.C. 355(c)), ex-
cept that if such application for marketing was in the
form of an abbreviated application, the application
shall be considered to have been filed and approved
under section 505(j) of such Act (21 U.S.C. 355())).

‘(2) EXCEPTION.—The following subsections of section
505 (21 U.S.C. 355) shall not apply to any application for
marketing in which the drug that is the subject of the
application contains an antibiotic drug and the anti-
biotic drug was the subject of any application for mar-
keting received by the Secretary of Health and Human
Services under section 507 of such Act (21 U.S.C. 357) be-
fore the date of the enactment of this Act [Nov. 21,
1997]:

“(A)(1) Subsections (¢)(2), (A)(6), (e)(4), (IN2)(A)(vii),

(M 2)(A)(viiD), (H(2)B), (HD(B), and (3)(4)(D); and

“(ii) The third and fourth sentences of subsection
(b)(1) (regarding the filing and publication of patent
information); and

“(B) Subsections (b)(2)(A), (b)(2)(B), (b)(3), and (c)(3)
if the investigations relied upon by the applicant for
approval of the application were not conducted by or
for the applicant and for which the applicant has not
obtained a right of reference or use from the person
by or for whom the investigations were conducted.

““(3) PUBLICATION.—For purposes of this section, the
Secretary is authorized to make available to the public
the established name of each antibiotic drug that was
the subject of any application for marketing received
by the Secretary for Health and Human Services under
section 507 of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 357) before the date of enactment of this
Act [Nov. 21, 1997].”

TERMINATION OF ADVISORY PANELS

Advisory panels established after Jan. 5, 1973, to ter-
minate not later than the expiration of the 2-year pe-
riod beginning on the date of their establishment, un-
less, in the case of a panel established by the President
or an officer of the Federal Government, such panel is
renewed by appropriate action prior to the expiration
of such 2-year period, or in the case of a panel estab-
lished by Congress, its duration is otherwise provided
for by law. See sections 3(2) and 14 of Pub. L. 92-463,
Oct. 6, 1972, 86 Stat. 770, 776, set out in the Appendix to
Title 5, Government Organization and Employees.
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APPEALS TAKEN PRIOR TO OCTOBER 10, 1962
Pub. L. 87-781, title I, §104(d)(3), Oct. 10, 1962, 76 Stat.

785, made amendments to subsec. (h) of this section in-
applicable to any appeal taken prior to Oct. 10, 1962.

§355-1. Risk evaluation and mitigation strategies

(a) Submission of proposed strategy
(1) Initial approval

If the Secretary, in consultation with the of-
fice responsible for reviewing the drug and the
office responsible for postapproval safety with
respect to the drug, determines that a risk
evaluation and mitigation strategy is nec-
essary to ensure that the benefits of the drug
outweigh the risks of the drug, and informs
the person who submits such application of
such determination, then such person shall
submit to the Secretary as part of such appli-
cation a proposed risk evaluation and mitiga-
tion strategy. In making such a determina-
tion, the Secretary shall consider the fol-
lowing factors:

(A) The estimated size of the population
likely to use the drug involved.

(B) The seriousness of the disease or condi-
tion that is to be treated with the drug.

(C) The expected benefit of the drug with
respect to such disease or condition.

(D) The expected or actual duration of
treatment with the drug.

(BE) The seriousness of any known or poten-
tial adverse events that may be related to
the drug and the background incidence of
such events in the population likely to use
the drug.

(F) Whether the drug is a new molecular
entity.

(2) Postapproval requirement

(A) In general

If the Secretary has approved a covered
application (including an application ap-
proved before the effective date of this sec-
tion) and did not when approving the appli-
cation require a risk evaluation and mitiga-
tion strategy under paragraph (1), the Sec-
retary, in consultation with the offices de-
scribed in paragraph (1), may subsequently
require such a strategy for the drug involved
(including when acting on a supplemental
application seeking approval of a new indi-
cation for use of the drug) if the Secretary
becomes aware of new safety information
and makes a determination that such a
strategy is necessary to ensure that the ben-
efits of the drug outweigh the risks of the
drug.

(B) Submission of proposed strategy

Not later than 120 days after the Secretary
notifies the holder of an approved covered
application that the Secretary has made a
determination under subparagraph (A) with
respect to the drug involved, or within such
other reasonable time as the Secretary re-
quires to protect the public health, the hold-
er shall submit to the Secretary a proposed
risk evaluation and mitigation strategy.

(3) Abbreviated new drug applications

The applicability of this section to an appli-
cation under section 355(j) of this title is sub-
ject to subsection (i).

(4) Non-delegation

Determinations by the Secretary under this
subsection for a drug shall be made by individ-
uals at or above the level of individuals em-
powered to approve a drug (such as division di-
rectors within the Center for Drug Evaluation
and Research).

(b) Definitions

For purposes of this section:
(1) Adverse drug experience

The term ‘‘adverse drug experience’” means
any adverse event associated with the use of a
drug in humans, whether or not considered
drug related, including—

(A) an adverse event occurring in the
course of the use of the drug in professional
practice;

(B) an adverse event occurring from an
overdose of the drug, whether accidental or
intentional;

(C) an adverse event occurring from abuse
of the drug;

(D) an adverse event occurring from with-
drawal of the drug; and

(E) any failure of expected pharma-
cological action of the drug, which may in-
clude reduced effectiveness under the condi-
tions of use prescribed in the labeling of
such drug, but which may not include re-
duced effectiveness that is in accordance
with such labeling.

(2) Covered application

The term ‘‘covered application’ means an
application referred to in section 355(p)(1)(A)
of this title.

(3) New safety information

The term ‘‘new safety information’’, with re-
spect to a drug, means information derived
from a clinical trial, an adverse event report,
a postapproval study (including a study under
section 355(0)(3) of this title), or peer-reviewed
biomedical literature; data derived from the
postmarket risk identification and analysis
system under section 355(k) of this title; or
other scientific data deemed appropriate by
the Secretary about—

(A) a serious risk or an unexpected serious
risk associated with use of the drug that the
Secretary has become aware of (that may be
based on a new analysis of existing informa-
tion) since the drug was approved, since the
risk evaluation and mitigation strategy was
required, or since the last assessment of the
approved risk evaluation and mitigation
strategy for the drug; or

(B) the effectiveness of the approved risk
evaluation and mitigation strategy for the
drug obtained since the last assessment of
such strategy.

(4) Serious adverse drug experience

The term ‘‘serious adverse drug experience”
is an adverse drug experience that—
(A) results in—
(i) death;
(ii) an adverse drug experience that
places the patient at immediate risk of
death from the adverse drug experience as
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it occurred (not including an adverse drug
experience that might have caused death
had it occurred in a more severe form);

(iii) inpatient hospitalization or prolon-
gation of existing hospitalization;

(iv) a persistent or significant incapacity
or substantial disruption of the ability to
conduct normal life functions; or

(v) a congenital anomaly or birth defect;
or

(B) based on appropriate medical judg-
ment, may jeopardize the patient and may
require a medical or surgical intervention to
prevent an outcome described under sub-
paragraph (A).

(5) Serious risk

The term ‘‘serious risk” means a risk of a
serious adverse drug experience.
(6) Signal of a serious risk

The term ‘‘signal of a serious risk’” means
information related to a serious adverse drug
experience associated with use of a drug and
derived from—

(A) a clinical trial;

(B) adverse event reports;

(C) a postapproval study, including a study
under section 355(0)(3) of this title;

(D) peer-reviewed biomedical literature;

(B) data derived from the postmarket risk
identification and analysis system under
section 355(k)(4) of this title; or

(F) other scientific data deemed appro-
priate by the Secretary.

(7) Responsible person

The term ‘‘responsible person’” means the
person submitting a covered application or the
holder of the approved such application.

(8) Unexpected serious risk

The term ‘‘unexpected serious risk’’ means a
serious adverse drug experience that is not
listed in the labeling of a drug, or that may be
symptomatically and pathophysiologically re-
lated to an adverse drug experience identified
in the labeling, but differs from such adverse
drug experience because of greater severity,
specificity, or prevalence.

(c) Contents

A proposed risk evaluation and mitigation
strategy under subsection (a) shall—
(1) include the timetable required under sub-
section (d); and
(2) to the extent required by the Secretary,
in consultation with the office responsible for
reviewing the drug and the office responsible
for postapproval safety with respect to the
drug, include additional elements described in
subsections (e) and (f).
(d) Minimal strategy

For purposes of subsection (¢)(1), the risk eval-
uation and mitigation strategy for a drug shall
require a timetable for submission of assess-
ments of the strategy that—

(1) includes an assessment, by the date that
is 18 months after the strategy is initially ap-
proved;

(2) includes an assessment by the date that
is 3 years after the strategy is initially ap-
proved;

(3) includes an assessment in the seventh
year after the strategy is so approved; and
(4) subject to paragraphs (1), (2), and (3)—

(A) is at a frequency specified in the strat-
egy,

(B) is increased or reduced in frequency as
necessary as provided for in subsection
(2)(4)(A); and

(C) is eliminated after the 3-year period de-
scribed in paragraph (1) if the Secretary de-
termines that serious risks of the drug have
been adequately identified and assessed and
are being adequately managed.

(e) Additional potential elements of strategy

(1) In general

The Secretary, in consultation with the of-
fices described in subsection (c)(2), may under
such subsection require that the risk evalua-
tion and mitigation strategy for a drug in-
clude 1 or more of the additional elements de-
scribed in this subsection if the Secretary
makes the determination required with re-
spect to each element involved.

(2) Medication Guide; patient package insert

The risk evaluation and mitigation strategy
for a drug may require that, as applicable, the
responsible person develop for distribution to
each patient when the drug is dispensed—

(A) a Medication Guide, as provided for
under part 208 of title 21, Code of Federal
Regulations (or any successor regulations);
and

(B) a patient package insert, if the Sec-
retary determines that such insert may help
mitigate a serious risk of the drug.

(3) Communication plan

The risk evaluation and mitigation strategy
for a drug may require that the responsible
person conduct a communication plan to
health care providers, if, with respect to such
drug, the Secretary determines that such plan
may support implementation of an element of
the strategy (including under this paragraph).
Such plan may include—

(A) sending letters to health care pro-
viders;

(B) disseminating information about the
elements of the risk evaluation and mitiga-
tion strategy to encourage implementation
by health care providers of components that
apply to such health care providers, or to ex-
plain certain safety protocols (such as med-
ical monitoring by periodic laboratory
tests)?

(C) disseminating information to health
care providers through professional societies
about any serious risks of the drug and any
protocol to assure safe use; or

(D) disseminating information to health
care providers about drug formulations or
properties, including information about the
limitations or patient care implications of
such formulations or properties, and how
such formulations or properties may be re-
lated to serious adverse drug events associ-
ated with use of the drug.

180 in original. Probably should be followed by a semicolon.
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(4) Packaging and disposal

The Secretary may require a risk evaluation
mitigation strategy for a drug for which there
is a serious risk of an adverse drug experience
described in subparagraph (B) or (C) of sub-
section (b)(1), taking into consideration the
factors described in subparagraphs (C) and (D)
of subsection (f)(2) and in consultation with
other relevant Federal agencies with authori-
ties over drug disposal packaging, which may
include requiring that—

(A) the drug be made available for dis-
pensing to certain patients in unit dose
packaging, packaging that provides a set du-
ration, or another packaging system that
the Secretary determines may mitigate such
serious risk; or

(B) the drug be dispensed to certain pa-
tients with a safe disposal packaging or safe
disposal system for purposes of rendering
drugs nonretrievable (as defined in section
1300.05 of title 21, Code of Federal Regula-
tions (or any successor regulation)) if the
Secretary determines that such safe disposal
packaging or system may mitigate such se-
rious risk and is sufficiently available.

(f) Providing safe access for patients to drugs
with known serious risks that would other-
wise be unavailable

(1) Allowing safe access to drugs with known

serious risks

The Secretary, in consultation with the of-
fices described in subsection (c)(2), may re-
quire that the risk evaluation and mitigation
strategy for a drug include such elements as
are necessary to assure safe use of the drug,
because of its inherent toxicity or potential
harmfulness, if the Secretary determines
that—

(A) the drug, which has been shown to be
effective, but is associated with a serious ad-
verse drug experience, can be approved only
if, or would be withdrawn unless, such ele-
ments are required as part of such strategy
to mitigate a specific serious risk listed in
the labeling of the drug; and

(B) for a drug initially approved without
elements to assure safe use, other elements
under subsections (c¢), (d), and (e) are not suf-
ficient to mitigate such serious risk.

(2) Assuring access and minimizing burden

Such elements to assure safe use under para-
graph (1) shall—

(A) be commensurate with the specific se-
rious risk listed in the labeling of the drug;

(B) within 30 days of the date on which any
element under paragraph (1) is imposed, be
posted publicly by the Secretary with an ex-
planation of how such elements will miti-
gate the observed safety risk;

(C) comnsidering such risk, not be unduly
burdensome on patient access to the drug,
considering in particular—

(i) patients with serious or life-threat-
ening diseases or conditions;

(ii) patients who have difficulty access-
ing health care (such as patients in rural
or medically underserved areas); and

(iii) patients with functional limitations;
and
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(D) to the extent practicable, so as to min-
imize the burden on the health care delivery
system—

(i) conform with elements to assure safe
use for other drugs with similar, serious
risks; and

(ii) be designed to be compatible with es-
tablished distribution, procurement, and
dispensing systems for drugs.

(3) Elements to assure safe use

The elements to assure safe use under para-
graph (1) shall include 1 or more goals to miti-
gate a specific serious risk listed in the label-
ing of the drug and, to mitigate such risk, may
require that—

(A) health care providers who prescribe the
drug have particular training or experience,
or are specially certified (the opportunity to
obtain such training or certification with re-
spect to the drug shall be available to any
willing provider from a frontier area in a
widely available training or certification
method (including an on-line course or via
mail) as approved by the Secretary at rea-
sonable cost to the provider);

(B) pharmacies, practitioners, or health
care settings that dispense the drug are spe-
cially certified (the opportunity to obtain
such certification shall be available to any
willing provider from a frontier area);

(C) the drug be dispensed to patients only
in certain health care settings, such as hos-
pitals;

(D) the drug be dispensed to patients with
evidence or other documentation of safe-use
conditions, such as laboratory test results;

(E) each patient using the drug be subject
to certain monitoring; or

(F) each patient using the drug be enrolled
in a registry.

(4) Implementation system

The elements to assure safe use under para-
graph (1) that are described in subparagraphs
(B), (C), and (D) of paragraph (3) may include
a system through which the applicant is able
to take reasonable steps to—

(A) monitor and evaluate implementation
of such elements by health care providers,
pharmacists, and other parties in the health
care system who are responsible for imple-
menting such elements; and

(B) work to improve implementation of
such elements by such persons.

(5) Evaluation of elements to assure safe use

The Secretary, through the Drug Safety and
Risk Management Advisory Committee (or
successor committee) or other advisory com-
mittee of the Food and Drug Administration,
shall—

(A) seek input from patients, physicians,
pharmacists, and other health care providers
about how elements to assure safe use under
this subsection for 1 or more drugs may be
standardized so as not to be—

(i) unduly burdensome on patient access
to the drug; and

(ii) to the extent practicable, minimize
the burden on the health care delivery sys-
tem;
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(B) periodically evaluate, for 1 or more
drugs, the elements to assure safe use of
such drug to assess whether the elements—

(i) assure safe use of the drug;

(ii) are not unduly burdensome on pa-
tient access to the drug; and

(iii) to the extent practicable, minimize
the burden on the health care delivery sys-
tem; and

(C) considering such input and evalua-
tions—

(i) issue or modify agency guidance
about how to implement the requirements
of this subsection; and

(ii) modify elements under this sub-
section for 1 or more drugs as appropriate.

(6) Additional mechanisms to assure access

The mechanisms under section 360bbb of this
title to provide for expanded access for pa-
tients with serious or life-threatening diseases
or conditions may be used to provide access
for patients with a serious or life-threatening
disease or condition, the treatment of which is
not an approved use for the drug, to a drug
that is subject to elements to assure safe use
under this subsection. The Secretary shall
promulgate regulations for how a physician
may provide the drug under the mechanisms
of section 360bbb of this title.

(7) Repealed. Pub. L. 113-5, title III, § 302(c)(1),
Mar. 13, 2013, 127 Stat. 185

(8) Limitation

No holder of an approved covered application
shall use any element to assure safe use re-
quired by the Secretary under this subsection
to block or delay approval of an application
under section 355(b)(2) or (j) of this title or to
prevent application of such element under sub-
section (i)(1)(B) to a drug that is the subject of
an abbreviated new drug application.

(g) Assessment and modification of approved
strategy

(1) Voluntary assessments

After the approval of a risk evaluation and
mitigation strategy under subsection (a), the
responsible person involved may, subject to
paragraph (2), submit to the Secretary an as-
sessment of the approved strategy for the drug
involved at any time.

(2) Required assessments

A responsible person shall submit an assess-
ment of the approved risk evaluation and
mitigation strategy for a drug—

(A) when submitting a supplemental appli-
cation for a new indication for use under
section 355(b) of this title or under section
262 of title 42, unless the drug is not subject
to section 353(b) of this title and the risk
evaluation and mitigation strategy for the
drug includes only the timetable under sub-
section (d);

(B) when required by the strategy, as pro-
vided for in such timetable under subsection
(d);

(C) within a time period to be determined
by the Secretary, if the Secretary, in con-
sultation with the offices described in sub-
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section (c¢)(2), determines that an assessment
is needed to evaluate whether the approved
strategy should be modified to—
(i) ensure the benefits of the drug out-
weigh the risks of the drug; or
(ii) minimize the burden on the health
care delivery system of complying with
the strategy.

(3) Requirements for assessments

An assessment under paragraph (1) or (2) of
an approved risk evaluation and mitigation
strategy for a drug shall include, with respect
to each goal included in the strategy, an as-
sessment of the extent to which the approved
strategy, including each element of the strat-
egy, is meeting the goal or whether 1 or more
such goals or such elements should be modi-
fied.

(4) Modification
(A) On initiative of responsible person

After the approval of a risk evaluation and
mitigation strategy by the Secretary, the
responsible person may, at any time, submit
to the Secretary a proposal to modify the
approved strategy. Such proposal may pro-
pose the addition, modification, or removal
of any goal or element of the approved strat-
egy and shall include an adequate rationale
to support such proposed addition, modifica-
tion, or removal of any goal or element of
the strategy.

(B) On initiative of Secretary

After the approval of a risk evaluation and
mitigation strategy by the Secretary, the
Secretary may, at any time, require a re-
sponsible person to submit a proposed modi-
fication to the strategy within 120 days or
within such reasonable time as the Sec-
retary specifies, if the Secretary, in con-
sultation with the offices described in sub-
section (c¢)(2), determines that 1 or more
goals or elements should be added, modified,
or removed from the approved strategy to—

(i) ensure the benefits of the drug out-
weigh the risks of the drug;

(ii) minimize the burden on the health
care delivery system of complying with
the strategy; or

(iii) accommodate different, comparable
aspects of the elements to assure safe use
for a drug that is the subject of an applica-
tion under section 355(j) of this title, and
the applicable listed drug.

(h) Review of proposed strategies; review of as-

sessments and modifications of approved
strategies

(1) In general

The Secretary, in consultation with the of-
fices described in subsection (c¢)(2), shall
promptly review each proposed risk evaluation
and mitigation strategy for a drug submitted
under subsection (a) and each assessment of
and proposed modification to an approved risk
evaluation and mitigation strategy for a drug
submitted under subsection (g), and, if nec-
essary, promptly initiate discussions with the
responsible person about such proposed strat-
egy, assessment, or modification.
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(2) Action
(A) In general

(i) Timeframe

Unless the dispute resolution process de-
scribed under paragraph (3) or (4) applies,
and, except as provided in clause (ii) or
clause (iii) below, the Secretary, in con-
sultation with the offices described in sub-
section (c¢)(2), shall review and act on the
proposed risk evaluation and mitigation
strategy for a drug or any proposed modi-
fication to any required strategy within
180 days of receipt of the proposed strategy
or modification.

(ii) Minor modifications

The Secretary shall review and act on a
proposed minor modification, as defined by
the Secretary in guidance, within 60 days
of receipt of such modification.

(iii) REMS modification due to safety label-
ing changes

Not later than 60 days after the Sec-
retary receives a proposed modification to
an approved risk evaluation and mitiga-
tion strategy to conform the strategy to
approved safety labeling changes, includ-
ing safety labeling changes initiated by
the responsible person in accordance with
FDA regulatory requirements, or to a safe-
ty labeling change that the Secretary has
directed the holder of the application to
make pursuant to section 355(0)(4) of this
title, the Secretary shall review and act on
such proposed modification to the ap-
proved strategy.

(iv) Guidance

The Secretary shall establish, through
guidance, that responsible persons may
implement certain modifications to an ap-
proved risk evaluation and mitigation
strategy following notification to the Sec-
retary.

(B) Inaction

An approved risk evaluation and mitiga-
tion strategy shall remain in effect until the
Secretary acts, if the Secretary fails to act
as provided under subparagraph (A).

(C) Public availability

Upon acting on a proposed risk evaluation
and mitigation strategy or proposed modi-
fication to a risk evaluation and mitigation
strategy under subparagraph (A), the Sec-
retary shall make publicly available an ac-
tion letter describing the actions taken by
the Secretary under such subparagraph (A).

(3) Dispute resolution at initial approval

If a proposed risk evaluation and mitigation
strategy is submitted under subsection (a)(1)
in an application for initial approval of a drug
and there is a dispute about the strategy, the
responsible person shall use the major dispute
resolution procedures as set forth in the let-
ters described in section 101(c) of the Food and
Drug Administration Amendments Act of 2007.

(4) Dispute resolution in all other cases

(A) Request for review
(i) In general

The responsible person may, after the
sponsor is required to make a submission
under subsection (a)(2) or (g), request in
writing that a dispute about the strategy
be reviewed by the Drug Safety Oversight
Board under subsection (j), except that the
determination of the Secretary to require
a risk evaluation and mitigation strategy
is not subject to review under this para-
graph. The preceding sentence does not
prohibit review under this paragraph of
the particular elements of such a strategy.

(ii) Scheduling

Upon receipt of a request under clause
(i), the Secretary shall schedule the dis-
pute involved for review under subpara-
graph (B) and, not later than 5 business
days of scheduling the dispute for review,
shall publish by posting on the Internet or
otherwise a notice that the dispute will be
reviewed by the Drug Safety Oversight
Board.

(B) Scheduling review

If a responsible person requests review
under subparagraph (A), the Secretary—

(i) shall schedule the dispute for review
at 1 of the next 2 regular meetings of the
Drug Safety Oversight Board, whichever
meeting date is more practicable; or

(ii) may convene a special meeting of the
Drug Safety Oversight Board to review the
matter more promptly, including to meet
an action deadline on an application (in-
cluding a supplemental application).

(C) Agreement after discussion or adminis-
trative appeals

(i) Further discussion or administrative ap-
peals

A request for review under subparagraph
(A) shall not preclude further discussions
to reach agreement on the risk evaluation
and mitigation strategy, and such a re-
quest shall not preclude the use of admin-
istrative appeals within the Food and Drug
Administration to reach agreement on the
strategy, including appeals as described in
the letters described in section 101(c) of
the Food and Drug Administration Amend-
ments Act of 2007 for procedural or sci-
entific matters involving the review of
human drug applications and supplemental
applications that cannot be resolved at the
divisional level. At the time a review has
been scheduled under subparagraph (B) and
notice of such review has been posted, the
responsible person shall either withdraw
the request under subparagraph (A) or ter-
minate the use of such administrative ap-
peals.

(ii) Agreement terminates dispute resolu-
tion

At any time before a decision and order

is issued under subparagraph (G), the Sec-
retary (in consultation with the offices de-
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scribed in subsection (c¢)(2)) and the re-
sponsible person may reach an agreement
on the risk evaluation and mitigation
strategy through further discussion or ad-
ministrative appeals, terminating the dis-
pute resolution process, and the Secretary
shall issue an action letter or order, as ap-
propriate, that describes the strategy.

(D) Meeting of the Board

At a meeting of the Drug Safety Oversight
Board described in subparagraph (B), the
Board shall—

(i) hear from both parties via written or
oral presentation; and
(ii) review the dispute.

(E) Record of proceedings

The Secretary shall ensure that the pro-
ceedings of any such meeting are recorded,
transcribed, and made public within 90 days
of the meeting. The Secretary shall redact
the transcript to protect any trade secrets
and other information that is exempted from
disclosure under section 552 of title 5 or sec-
tion 552a of title 5.

(F) Recommendation of the Board

Not later than 5 days after any such meet-
ing, the Drug Safety Oversight Board shall
provide a written recommendation on re-
solving the dispute to the Secretary. Not
later than 5 days after the Board provides
such written recommendation to the Sec-
retary, the Secretary shall make the rec-
ommendation available to the public.

(G) Action by the Secretary
(i) Action letter

With respect to a proposal or assessment
referred to in paragraph (1), the Secretary
shall issue an action letter that resolves
the dispute not later than the later of—

(I) the action deadline for the action
letter on the application; or

(IT) 7 days after receiving the rec-
ommendation of the Drug Safety Over-
sight Board.

(ii) Order

With respect to an assessment of an ap-
proved risk evaluation and mitigation
strategy under subsection (g)(1) or under
any of subparagraphs (B) through (D) of
subsection (g)(2), the Secretary shall issue
an order, which shall be made public, that
resolves the dispute not later than 7 days
after receiving the recommendation of the
Drug Safety Oversight Board.

(H) Inaction

An approved risk evaluation and mitiga-
tion strategy shall remain in effect until the
Secretary acts, if the Secretary fails to act
as provided for under subparagraph (G).

(I) Effect on action deadline

With respect to a proposal or assessment
referred to in paragraph (1), the Secretary
shall be considered to have met the action
deadline for the action letter on the applica-
tion if the responsible person requests the
dispute resolution process described in this
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paragraph and if the Secretary has complied
with the timing requirements of scheduling
review by the Drug Safety Oversight Board,
providing a written recommendation, and
issuing an action letter under subparagraphs
(B), (F), and (G), respectively.

(J) Disqualification

No individual who is an employee of the
Food and Drug Administration and who re-
views a drug or who participated in an ad-
ministrative appeal under subparagraph
(C)(1) with respect to such drug may serve on
the Drug Safety Oversight Board at a meet-
ing under subparagraph (D) to review a dis-
pute about the risk evaluation and mitiga-
tion strategy for such drug.

(K) Additional expertise

The Drug Safety Oversight Board may add
members with relevant expertise from the
Food and Drug Administration, including
the Office of Pediatrics, the Office of Wom-
en’s Health, or the Office of Rare Diseases,
or from other Federal public health or
health care agencies, for a meeting under
subparagraph (D) of the Drug Safety Over-
sight Board.

(5) Use of advisory committees

The Secretary may convene a meeting of 1

or more advisory committees of the Food and
Drug Administration to—

(A) review a concern about the safety of a
drug or class of drugs, including before an
assessment of the risk evaluation and miti-
gation strategy or strategies of such drug or
drugs is required to be submitted under sub-
paragraph (B) or (C) of subsection (g)(2);

(B) review the risk evaluation and mitiga-
tion strategy or strategies of a drug or group
of drugs; or

(C) review a dispute under paragraph (3) or
4).

(6) Process for addressing drug class effects

(A) In general

When a concern about a serious risk of a
drug may be related to the pharmacological
class of the drug, the Secretary, in consulta-
tion with the offices described in subsection
(¢)(2), may defer assessments of the approved
risk evaluation and mitigation strategies for
such drugs until the Secretary has convened
1 or more public meetings to consider pos-
sible responses to such concern.

(B) Notice

If the Secretary defers an assessment
under subparagraph (A), the Secretary
shall—

(i) give notice of the deferral to the hold-
er of the approved covered application not
later than 5 days after the deferral;

(ii) publish the deferral in the Federal
Register; and

(iii) give notice to the public of any pub-
lic meetings to be convened under subpara-
graph (A), including a description of the
deferral.

(C) Public meetings
Such public meetings may include—
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(i) 1 or more meetings of the responsible
person for such drugs;

(ii) 1 or more meetings of 1 or more advi-
sory committees of the Food and Drug Ad-
ministration, as provided for under para-
graph (6); or

(iii) 1 or more workshops of scientific ex-
perts and other stakeholders.

(D) Action

After considering the discussions from any
meetings under subparagraph (A), the Sec-
retary may—

(i) announce in the Federal Register a
planned regulatory action, including a
modification to each risk evaluation and
mitigation strategy, for drugs in the phar-
macological class;

(ii) seek public comment about such ac-
tion; and

(iii) after seeking such comment, issue
an order addressing such regulatory ac-
tion.

(7) International coordination

The Secretary, in consultation with the of-
fices described in subsection (c)(2), may co-
ordinate the timetable for submission of as-
sessments under subsection (d), or a study or
clinical trial under section 355(0)(3) of this
title, with efforts to identify and assess the se-
rious risks of such drug by the marketing au-
thorities of other countries whose drug ap-
proval and risk management processes the
Secretary deems comparable to the drug ap-
proval and risk management processes of the
United States. If the Secretary takes action to
coordinate such timetable, the Secretary shall
give notice to the responsible person.

(8) Effect

Use of the processes described in paragraphs
(6) and (7) shall not be the sole source of delay
of action on an application or a supplement to
an application for a drug.

(i) Abbreviated new drug applications
(1) In general

A drug that is the subject of an abbreviated
new drug application under section 355(j) of
this title is subject to only the following ele-
ments of the risk evaluation and mitigation
strategy required under subsection (a) for the
applicable listed drug:

(A) A Medication Guide or patient package
insert, if required under subsection (e) for
the applicable listed drug.

(B) A packaging or disposal requirement, if
required under subsection (e)(4) for the ap-
plicable listed drug.

(C)(i) Elements to assure safe use, if re-
quired under subsection (f) for the listed
drug, which, subject to clause (ii), for a drug
that is the subject of an application under
section 355(j) of this title may use—

(I) a single, shared system with the list-
ed drug under subsection (f); or

(IT) a different, comparable aspect of the
elements to assure safe use under sub-

section (f).

(ii) The Secretary may require a drug that
is the subject of an application under section
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355(j) of this title and the listed drug to use
a single, shared system under subsection (f),
if the Secretary determines that no dif-
ferent, comparable aspect of the elements to
assure safe use could satisfy the require-
ments of subsection (f).

(2) Action by Secretary

For an applicable listed drug for which a
drug is approved under section 355(j) of this
title, the Secretary—

(A) shall undertake any communication
plan to health care providers required under
subsection (e)(3) for the applicable listed
drug;

(B) shall permit packaging systems and
safe disposal packaging or safe disposal sys-
tems that are different from those required
for the applicable listed drug under sub-
section (e)(4); and

(C) shall inform the responsible person for
the drug that is so approved if the risk eval-
uation and mitigation strategy for the appli-
cable listed drug is modified.

(3) Shared REMS

If the Secretary approves, in accordance
with paragraph (1)(C)(i)(II), a different, com-
parable aspect of the elements to assure safe
use under subsection (f) for a drug that is the
subject of an abbreviated new drug application
under section 355(j) of this title, the Secretary
may require that such different comparable
aspect of the elements to assure safe use can
be used with respect to any other drug that is
the subject of an application under section
355(j) or 355(b) of this title that references the
same listed drug.

(j) Drug Safety Oversight Board

(1) In general

There is established a Drug Safety Oversight
Board.

(2) Composition; meetings

The Drug Safety Oversight Board shall—

(A) be composed of scientists and health
care practitioners appointed by the Sec-
retary, each of whom is an employee of the
Federal Government;

(B) include representatives from offices
throughout the Food and Drug Administra-
tion, including the offices responsible for
postapproval safety of drugs;

(C) include at least 1 representative each
from the National Institutes of Health and
the Department of Health and Human Serv-
ices (other than the Food and Drug Adminis-
tration);

(D) include such representatives as the
Secretary shall designate from other appro-
priate agencies that wish to provide rep-
resentatives; and

(E) meet at least monthly to provide over-
sight and advice to the Secretary on the
management of important drug safety
issues.

(k) Waiver in public health emergencies

The Secretary may waive any requirement of

this section with respect to a qualified counter-
measure (as defined in section 247d-6a(a)(2) of
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title 42) to which a requirement under this sec-
tion has been applied, if the Secretary deter-
mines that such waiver is required to mitigate
the effects of, or reduce the severity of, the cir-
cumstances under which—

(1) a determination described in subpara-
graph (A), (B), or (C) of section 360bbb-3(b)(1)
of this title has been made by the Secretary of
Homeland Security, the Secretary of Defense,
or the Secretary, respectively; or

(2) the identification of a material threat de-
scribed in subparagraph (D) of section
360bbb-3(b)(1) of this title has been made pur-
suant to section 247d-6b of title 42.

(1) Provision of samples not a violation of strat-
egy

The provision of samples of a covered product
to an eligible product developer (as those terms
are defined in section 355-2(a) of this title) shall
not be considered a violation of the require-
ments of any risk evaluation and mitigation
strategy that may be in place under this section
for such drug.

(m) Separate REMS

When used in this section, the term ‘‘different,
comparable aspect of the elements to assure safe
use’’ means a risk evaluation and mitigation
strategy for a drug that is the subject of an ap-
plication under section 355(j) of this title that
uses different methods or operational means
than the strategy required under subsection (a)
for the applicable listed drug, or other applica-
tion under section 355(j) of this title with the
same such listed drug, but achieves the same
level of safety as such strategy.

(June 25, 1938, ch. 675, §505-1, as added Pub. L.
110-85, title IX, §901(b), Sept. 27, 2007, 121 Stat.
926; amended Pub. L. 112-144, title XI, §1132(a),
(b), July 9, 2012, 126 Stat. 1119, 1120; Pub. L. 113-5,
title III, §302(c), Mar. 13, 2013, 127 Stat. 185; Pub.
L. 114-255, div. A, title III, §§3075(c), 3101(a)(2)(C),
Dec. 13, 2016, 130 Stat. 1139, 1153; Pub. L. 115-52,
title VI, §606, Aug. 18, 2017, 131 Stat. 1049; Pub.
L. 1156-271, title III, §§3032(a)—(c), 3041(a), Oct. 24,
2018, 132 Stat. 3940-3942; Pub. L. 116-94, div. N,
title I, §610(d), (f), Dec. 20, 2019, 133 Stat. 3135,
3136.)

Editorial Notes

REFERENCES IN TEXT

For the effective date of this section, referred to in
subsec. (a)(2)(A), see Effective Date note below.

Section 101(c) of the Food and Drug Administration
Amendments Act of 2007, referred to in subsec. (h)(3),
(4)(C)(1), is section 101(c) of Pub. L. 110-85, which is set
out as a note under section 379g of this title.

AMENDMENTS

2019—Subsec. (g)(4)(B)(ii). Pub. L. 116-94, §610(f)(1),
added cl. (iii).

Subsec. (1)(1)(C). Pub. L. 116-94, §610(f)(2), added sub-
par. (C) and struck out former subpar. (C) which read as
follows: ‘‘Elements to assure safe use, if required under
subsection (f) for the listed drug. A drug that is the
subject of an abbreviated new drug application and the
listed drug shall use a single, shared system under sub-
section (f). The Secretary may waive the requirement
under the preceding sentence for a drug that is the sub-
ject of an abbreviated new drug application, and permit
the applicant to use a different, comparable aspect of
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the elements to assure safe use, if the Secretary deter-
mines that—
‘(i) the burden of creating a single, shared system
outweighs the benefit of a single, system, taking into
consideration the impact on health care providers,
patients, the applicant for the abbreviated new drug
application, and the holder of the reference drug
product; or
“(i1) an aspect of the elements to assure safe use for
the applicable listed drug is claimed by a patent that
has not expired or is a method or process that, as a
trade secret, is entitled to protection, and the appli-
cant for the abbreviated new drug application cer-
tifies that it has sought a license for use of an aspect
of the elements to assure safe use for the applicable
listed drug and that it was unable to obtain a license.
A certification under clause (ii) shall include a descrip-
tion of the efforts made by the applicant for the abbre-
viated new drug application to obtain a license. In a
case described in clause (ii), the Secretary may seek to
negotiate a voluntary agreement with the owner of the
patent, method, or process for a license under which
the applicant for such abbreviated new drug application
may use an aspect of the elements to assure safe use,
if required under subsection (f) for the applicable listed
drug, that is claimed by a patent that has not expired
or is a method or process that as a trade secret is enti-
tled to protection.”

Subsec. (1)(3). Pub. L. 116-94, §610(£)(3), added par. (3).

Subsec. (1). Pub. L. 116-94, §610(d), added subsec. ().

Subsec. (m). Pub. L. 116-94, §610(f)(4), added subsec.

(m).

2018—Subsec. (b)(1)(E). Pub. L. 115-271, §3041(a), sub-
stituted ‘‘of the drug, which may include reduced effec-
tiveness under the conditions of use prescribed in the
labeling of such drug, but which may not include re-
duced effectiveness that is in accordance with such la-
beling”’ for ‘‘of the drug’’.

Subsec. (e)(4). Pub. L. 115-271, §3032(a), added par. (4).

Subsec. ()(2)(C)(iii). Pub. L. 115271, §3032(b), added
cl. (iii).

Subsec. (1)(1)(B), (C). Pub. L. 115-271, §3032(c)(1), added
subpar. (B) and redesignated former subpar. (B) as (C).

Subsec. (1)(2)(B), (C). Pub. L. 115-271, §3032(c)(2), added
subpar. (B) and redesignated former subpar. (B) as (C).

2017—Subsec. (e)(3)(B). Pub. L. 115-52, §606(1), struck
out ‘“; or” at end.

Subsec. (e)(3)(D). Pub. L. 115-52, §606(2), (3), added
subpar. (D).

2016—Subsec. (f)(5). Pub. L. 114-255, §3075(c)(1), in-
serted ‘‘or other advisory committee’ after ‘‘(or suc-
cessor committee)’’ in introductory provisions.

Subsec. (£)(5)(B). Pub. L. 114-255, §3075(c)(2), sub-
stituted ‘‘periodically’ for ‘‘at least annually,” in in-
troductory provisions.

Subsec. (h)(2)(A)(ii). Pub. L. 114-255, §3101(a)(2)(C)(1),
substituted, in heading, ‘‘labeling’ for ‘label” and in
text, ‘‘approved safety labeling changes’ for ‘‘approved
safety label changes’, ‘‘responsible person’ for ‘‘spon-
sor”’, and ‘‘a safety labeling change’ for ‘‘a safety label
change’’.

Subsec. (h)(8). Pub. L. 114-255, §3101(a)(2)(C)(ii), struck
out period after ‘(7).

2013—Subsec. (f)(7). Pub. L. 113-5, §302(c)(1), struck
out par. (7) which related to waiver of subsec. (f) re-
quirements in public health emergencies.

Subsec. (k). Pub. L. 113-5, §302(c)(2), added subsec. (k).

2012—Subsec. (g)(1). Pub. L. 112-144, §1132(a)(1), struck
out ‘“, and propose a modification to,” after ‘‘an assess-
ment of”’.

Subsec. (2)(2). Pub. L. 112-144, §1132(a)(2)(A), in intro-
ductory provisions, struck out ‘‘, subject to paragraph
(5),” after ‘‘shall” and ‘‘, and may propose a modifica-
tion to,” after ‘‘an assessment of’’.

Subsec. (g)(2)(C). Pub. L. 112-144, §1132(a)(2)(B), sub-
stituted “‘an assessment is needed to evaluate whether
the approved strategy should be modified to—"" and cls.
(i) and (ii) for ‘“‘new safety or effectiveness information
indicates that—

‘(i) an element under subsection (d) or (e) should be
modified or included in the strategy; or
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‘“(ii) an element under subsection (f) should be
modified or included in the strategy; or’.

Subsec. (2)(2)(D). Pub. L. 112-144, §1132(a)(2)(C), struck
out subpar. (D) which read as follows: ‘“‘within 15 days
when ordered by the Secretary, in consultation with
the offices described in subsection (c¢)(2), if the Sec-
retary determines that there may be a cause for action
by the Secretary under section 355(e) of this title.”

Subsec. (g)(3). Pub. L. 112-144, §1132(a)(3), substituted
“for a drug shall include, with respect to each goal in-
cluded in the strategy, an assessment of the extent to
which the approved strategy, including each element of
the strategy, is meeting the goal or whether 1 or more
such goals or such elements should be modified.” for
“for a drug shall include—"’ and struck out subpars. (A)
to (C) which related to assessment of elements to as-
sure safe use, postapproval studies, and postapproval
clinical trials.

Subsec. (g)(4). Pub. L. 112-144, §1132(a)(4), amended
par. (4) generally. Prior to amendment, text read as fol-
lows: ‘“A modification (whether an enhancement or a
reduction) to the approved risk evaluation and mitiga-
tion strategy for a drug may include the addition or
modification of any element under subsection (d) or the
addition, modification, or removal of any element
under subsection (e) or (f), such as—

“(A) modifying the timetable for assessments of the
strategy as provided in subsection (d)(3), including to
eliminate assessments; or

‘“(B) adding, modifying, or removing an element to
assure safe use under subsection (f).”

Subsec. (h). Pub. L. 112-144, §1132(b)(1), inserted ‘‘and
modifications’ after ‘‘review of assessments’ in head-
ing.

Subsec. (h)(1). Pub. L. 112-144, §1132(b)(2), inserted
“‘and proposed modification to’ after ‘‘under subsection
(a) and each assessment of”’ and ‘‘, and, if necessary,
promptly initiate discussions with the responsible per-
son about such proposed strategy, assessment, or modi-
fication” after ‘‘subsection (g)”’.

Subsec. (h)(2). Pub. L. 112-144, §1132(b)(3), (4), redesig-
nated par. (3) as (2) and struck out former par. (2). Prior
to amendment, text of par. (2) read as follows: ‘“The
Secretary, in consultation with the offices described in
subsection (c¢)(2), shall initiate discussions with the re-
sponsible person for purposes of this subsection to de-
termine a strategy not later than 60 days after any
such assessment is submitted or, in the case of an as-
sessment submitted under subsection (g)(2)(D), not
later than 30 days after such assessment is submitted.”

Subsec. (h)(2)(A). Pub. L. 112-144, §1132(b)(5)(A),
amended subpar. (A) generally. Prior to amendment,
subpar. (A) related to Secretary’s description of any re-
quired risk evaluation and mitigation strategy for a
drug as part of the action letter on the application or
in an order.

Subsec. (h)(2)(C). Pub. L. 112-144, §1132(b)(5)(B),
amended subpar. (C) generally. Prior to amendment,
text read as follows: ‘“‘Any action letter described in
subparagraph (A)(i) or order described in subparagraph
(A)(ii) shall be made publicly available.”

Subsec. (h)(3), (4). Pub. L. 112-144, §1132(b)(4), redesig-
nated pars. (4) and (5) as (3) and (4), respectively.
Former par. (3) redesignated (2).

Subsec. (h)(4)(A)(I). Pub. L. 112-144, §1132(b)(6)(A),
substituted ‘‘The responsible” for ‘‘Not earlier than 15
days, and not later than 35 days, after discussions
under paragraph (2) have begun, the responsible’” and
inserted ‘‘, after the sponsor is required to make a sub-
mission under subsection (a)(2) or (g),” before ‘‘request
in writing”’.

Subsec. (h)(4)(I). Pub. L. 112-144, §1132(b)(6)(B), sub-
stituted ‘‘if the Secretary has complied with the timing
requirements of scheduling review by the Drug Safety
Oversight Board, providing a written recommendation,
and issuing an action letter under subparagraphs (B),
(F), and (G), respectively.” for ‘‘if the Secretary—"' and
struck out cls. (i) and (ii) which read as follows:

‘(i) has initiated the discussions described under
paragraph (2) not less than 60 days before such action
deadline; and
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‘“(ii) has complied with the timing requirements of
scheduling review by the Drug Safety Oversight Board,
providing a written recommendation, and issuing an
action letter under subparagraphs (B), (F), and (G), re-
spectively.”

Subsec. (h)(5). Pub. L. 112-144, §1132(b)(4), (7), redesig-
nated par. (6) as (b) and substituted ‘‘subparagraph (B)
or (C)” for ‘“‘any of subparagraphs (B) through (D)” in
subpar. (A) and ‘‘paragraph (3) or (4)” for ‘‘paragraph (4)
or (5)” in subpar. (C). Former par. (5) redesignated (4).

Subsec. (h)(6), (7). Pub. L. 112-144, §1132(b)(4), redesig-
nated pars. (7) and (8) as (6) and (7), respectively.
Former par. (6) redesignated (5).

Subsec. (h)(8), (9). Pub. L. 112-144, §1132(b)(4), (8), re-
designated par. (9) as (8) and substituted ‘‘paragraphs
(6) and (7).” for ‘‘paragraphs (7) and (8)”. Former par.
(8) redesignated (7).

Statutory Notes and Related Subsidiaries
EFFECTIVE DATE

Section effective 180 days after Sept. 27, 2007, see sec-
tion 909 of Pub. L. 110-85, set out as an Effective Date
of 2007 Amendment note under section 331 of this title.

EVIDENCE-BASED OPIOID ANALGESIC PRESCRIBING
GUIDELINES AND REPORT

Pub. L. 115-271, title III, §3002, Oct. 24, 2018, 132 Stat.
3934, provided that:

‘“(a) GUIDELINES.—The Commissioner of Food and
Drugs shall develop evidence-based opioid analgesic
prescribing guidelines for the indication-specific treat-
ment of acute pain only for the relevant therapeutic
areas where such guidelines do not exist.

“(b) PuBLIC INPUT.—In developing the guidelines
under subsection (a), the Commissioner of Food and
Drugs shall—

‘(1) consult with stakeholders, which may include
conducting a public meeting of medical professional
societies (including any State-based societies), health
care providers, State medical boards, medical special-
ties including pain medicine specialty societies, pa-
tient groups, pharmacists, academic or medical re-
search entities, and other entities with experience in
health care, as appropriate;

‘(2) collaborate with the Director of the Centers for
Disease Control and Prevention, as applicable and ap-
propriate, and other Federal agencies with relevant
expertise as appropriate; and

‘“(3) provide for a notice and comment period con-
sistent with section 701(h) of the Federal Food, Drug,
and Cosmetic Act (21 U.S.C. 371(h)) for the submission
of comments by the public.

‘‘(c) REPORT.—Not later than 1 year after the date of
enactment of this Act [Oct. 24, 2018], or, if earlier, at
the time the guidelines under subsection (a) are final-
ized, the Commissioner of Food and Drugs shall submit
to the Committee on Energy and Commerce of the
House of Representatives and the Committee on
Health, Education, Labor, and Pensions of the Senate,
and post on the public website of the Food and Drug
Administration, a report on how the Food and Drug Ad-
ministration will utilize the guidelines under sub-
section (a) to protect the public health and a descrip-
tion of the public health need with respect to each such
indication-specific treatment guideline.

‘“(d) UPDATES.—The Commissioner of Food and Drugs
shall periodically—

‘(1) update the guidelines under subsection (a), in-
formed by public input described in subsection (b);
and

‘“(2) submit to the committees specified in sub-
section (¢) and post on the public website of the Food
and Drug Administration an updated report under
such subsection.

‘‘(e) STATEMENT TO ACCOMPANY GUIDELINES AND REC-
OMMENDATIONS.—The Commissioner of Food and Drugs
shall ensure that opioid analgesic prescribing guide-
lines and other recommendations developed under this
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section are accompanied by a clear statement that such
guidelines or recommendations, as applicable—
‘(1) are intended to help inform clinical decision-
making by prescribers and patients; and
‘(2) are not intended to be used for the purposes of
restricting, limiting, delaying, or denying coverage
for, or access to, a prescription issued for a legiti-
mate medical purpose by an individual practitioner
acting in the usual course of professional practice.”

PRESCRIBER EDUCATION

Pub. L. 114-198, title I, §106(b), July 22, 2016, 130 Stat.
703, provided that: ‘“Not later than 1 year after the date
of the enactment of this Act [July 22, 2016], the Sec-
retary [of Health and Human Services], acting through
the Commissioner of Food and Drugs, as part of the
Food and Drug Administration’s evaluation of the Ex-
tended-Release/Long-Acting Opioid Analgesics Risk
Evaluation and Mitigation Strategy, and in consulta-
tion with relevant stakeholders, shall develop rec-
ommendations regarding education programs for pre-
scribers of opioids pursuant to section 505-1 of the Fed-
eral Food, Drug, and Cosmetic Act (21 U.S.C. 355-1), in-
cluding recommendations on—

‘(1) which prescribers should participate in such
programs; and

‘“(2) how often participation in such programs is
necessary.”’

GUIDANCE

Pub. L. 112-144, title XI, §1132(c), July 9, 2012, 126
Stat. 1122, provided that: ‘“Not later than 1 year after
the date of enactment of this Act [July 9, 2012], the
Secretary of Health and Human Services shall issue
guidance that, for purposes of section 505-1(h)(2)(A) of
the Federal Food, Drug, and Cosmetic Act (21 U.S.C.
365-1(h)(2)(A)), describes the types of modifications to
approved risk evaluation and mitigation strategies
that shall be considered to be minor modifications of
such strategies.”

§355-2. Actions for delays of generic drugs and
biosimilar biological products

(a) Definitions

In this section—
(1) the term ‘‘commercially reasonable, mar-
ket-based terms” means—

(A) a nondiscriminatory price for the sale
of the covered product at or below, but not
greater than, the most recent wholesale ac-
quisition cost for the drug, as defined in sec-
tion 1395w-3a(c)(6)(B) of title 42;

(B) a schedule for delivery that results in
the transfer of the covered product to the el-
igible product developer consistent with the
timing under subsection (b)(2)(A)({iv); and

(C) no additional conditions are imposed
on the sale of the covered product;

(2) the term ‘‘covered product”—
(A) means—

(i) any drug approved under subsection
(c) or (j) of section 355 of this title or bio-
logical product licensed under subsection
(a) or (k) of section 262 of title 42;

(ii) any combination of a drug or biologi-
cal product described in clause (i); or

(iii) when reasonably necessary to sup-
port approval of an application under sec-
tion 355 of this title, or section 262 of title
42, as applicable, or otherwise meet the re-
quirements for approval under either such
section, any product, including any device,
that is marketed or intended for use with
such a drug or biological product; and
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(B) does not include any drug or biological
product that appears on the drug shortage
list in effect under section 356e of this title,
unless—

(i) the drug or biological product has
been on the drug shortage list in effect
under such section 3b6e of this title con-
tinuously for more than 6 months; or

(ii) the Secretary determines that inclu-
sion of the drug or biological product as a
covered product is likely to contribute to
alleviating or preventing a shortage.

(3) the term ‘‘device’ has the meaning given
the term in section 321 of this title;

(4) the term ‘‘eligible product developer”
means a person that seeks to develop a prod-
uct for approval pursuant to an application for
approval under subsection (b)(2) or (j) of sec-
tion 355 of this title or for licensing pursuant
to an application under section 262(k) of title
42;

(5) the term ‘‘license holder” means the
holder of an application approved under sub-
section (c) or (j) of section 355 of this title or
the holder of a license under subsection (a) or
(k) of section 262 of title 42 for a covered prod-
uct;

(6) the term “REMS’ means a risk evalua-
tion and mitigation strategy under section
3565-1 of this title;

(7) the term “REMS with ETASU” means a
REMS that contains elements to assure safe
use under section 355-1(f) of this title;

(8) the term ‘‘Secretary’” means the
retary of Health and Human Services;

(9) the term ‘‘single, shared system of ele-
ments to assure safe use’” means a single,
shared system of elements to assure safe use
under section 355-1(f) of this title; and

(10) the term ‘‘sufficient quantities” means
an amount of a covered product that the eligi-
ble product developer determines allows it
to—

(A) conduct testing to support an applica-
tion under—
(i) subsection (b)(2) or (j) of section 355 of
this title; or
(ii) section 262(k) of title 42; and

(B) fulfill any regulatory requirements re-
lating to approval of such an application.

(b) Civil action for failure to provide sufficient
quantities of a covered product

(1) In general

Sec-

An eligible product developer may bring a
civil action against the license holder for a
covered product seeking relief under this sub-
section in an appropriate district court of the
United States alleging that the license holder
has declined to provide sufficient quantities of
the covered product to the eligible product de-
veloper on commercially reasonable, market-
based terms.

(2) Elements
(A) In general
To prevail in a civil action brought under
paragraph (1), an eligible product developer

shall prove, by a preponderance of the evi-
dence—
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(i) that—

(I) the covered product is not subject
to a REMS with ETASU; or

(II) if the covered product is subject to
a REMS with ETASU—

(aa) the eligible product developer
has obtained a covered product author-
ization from the Secretary in accord-
ance with subparagraph (B); and

(bb) the eligible product developer
has provided a copy of the covered
product authorization to the license
holder;

(ii) that, as of the date on which the civil
action is filed, the eligible product devel-
oper has not obtained sufficient quantities
of the covered product on commercially
reasonable, market-based terms;

(iii) that the eligible product developer
has submitted a written request to pur-
chase sufficient quantities of the covered
product to the license holder, and such re-
quest—

(I) was sent to a named corporate offi-
cer of the license holder;

(IT) was made by certified or registered
mail with return receipt requested;

(ITT) specified an individual as the
point of contact for the license holder to
direct communications related to the
sale of the covered product to the eligi-
ble product developer and a means for
electronic and written communications
with that individual; and

(IV) specified an address to which the
covered product was to be shipped upon
reaching an agreement to transfer the
covered product; and

(iv) that the license holder has not deliv-
ered to the eligible product developer suffi-
cient quantities of the covered product on
commercially reasonable, marKket-based
terms—

(I) for a covered product that is not
subject to a REMS with ETASU, by the
date that is 31 days after the date on
which the license holder received the re-
quest for the covered product; and

(IT) for a covered product that is sub-
ject to a REMS with ETASU, by 31 days
after the later of—

(aa) the date on which the license
holder received the request for the cov-
ered product; or

(bb) the date on which the license
holder received a copy of the covered
product authorization issued by the
Secretary in accordance with subpara-
graph (B).

(B) Authorization for covered product sub-
ject to a REMS with ETASU

(i) Request

An eligible product developer may sub-
mit to the Secretary a written request for
the eligible product developer to be au-
thorized to obtain sufficient quantities of
an individual covered product subject to a
REMS with ETASU.
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(ii) Authorization

Not later than 120 days after the date on
which a request under clause (i) is re-
ceived, the Secretary shall, by written no-
tice, authorize the eligible product devel-
oper to obtain sufficient quantities of an
individual covered product subject to a
REMS with ETASU for purposes of—

(I) development and testing that does
not involve human clinical trials, if the
eligible product developer has agreed to
comply with any conditions the Sec-
retary determines necessary; or

(IT) development and testing that in-
volves human clinical trials, if the eligi-
ble product developer has—

(aa)(AA) submitted protocols, in-
formed consent documents, and infor-
mational materials for testing that in-
clude protections that provide safety
protections comparable to those pro-
vided by the REMS for the covered
product; or

(BB) otherwise satisfied the Sec-
retary that such protections will be
provided; and

(bb) met any other requirements the
Secretary may establish.

(iii) Notice

A covered product authorization issued
under this subparagraph shall state that
the provision of the covered product by the
license holder under the terms of the au-
thorization will not be a violation of the
REMS for the covered product.

(3) Affirmative defense

In a civil action brought under paragraph

(1), it shall be an affirmative defense, on which
the defendant has the burden of persuasion by
a preponderance of the evidence—

(A) that, on the date on which the eligible
product developer requested to purchase suf-
ficient quantities of the covered product
from the license holder—

(i) neither the license holder nor any of
its agents, wholesalers, or distributors was
engaged in the manufacturing or commer-
cial marketing of the covered product; and

(ii) neither the license holder nor any of
its agents, wholesalers, or distributors
otherwise had access to inventory of the
covered product to supply to the eligible
product developer on commercially reason-
able, market-based terms;

(B) that—

(i) the license holder sells the covered
product through agents, distributors, or
wholesalers;

(ii) the license holder has placed no re-
strictions, explicit or implicit, on its
agents, distributors, or wholesalers to sell
covered products to eligible product devel-
opers; and

(iii) the covered product can be pur-
chased by the eligible product developer in
sufficient quantities on commercially rea-
sonable, market-based terms from the
agents, distributors, or wholesalers of the
license holder; or
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(C) that the license holder made an offer to
the individual specified pursuant to para-
graph (2)(A)(iii)(III), by a means of commu-
nication (electronic, written, or both) speci-
fied pursuant to such paragraph, to sell suf-
ficient quantities of the covered product to
the eligible product developer at commer-
cially reasonable market-based terms—

(i) for a covered product that is not sub-
ject to a REMS with ETASU, by the date
that is 14 days after the date on which the
license holder received the request for the
covered product, and the eligible product
developer did not accept such offer by the
date that is 7 days after the date on which
the eligible product developer received
such offer from the license holder; or

(ii) for a covered product that is subject
to a REMS with ETASU, by the date that
is 20 days after the date on which the li-
cense holder received the request for the
covered product, and the eligible product
developer did not accept such offer by the
date that is 10 days after the date on which
the eligible product developer received
such offer from the license holder.

(4) Remedies
(A) In general

If an eligible product developer prevails in
a civil action brought under paragraph (1),
the court shall—

(i) order the license holder to provide to
the eligible product developer without
delay sufficient quantities of the covered
product on commercially reasonable, mar-
ket-based terms;

(ii) award to the eligible product devel-
oper reasonable attorney’s fees and costs
of the civil action; and

(iii) award to the eligible product devel-
oper a monetary amount sufficient to
deter the license holder from failing to
provide eligible product developers with
sufficient quantities of a covered product
on commercially reasonable, market-based
terms, if the court finds, by a preponder-
ance of the evidence—

(I) that the license holder delayed pro-
viding sufficient quantities of the cov-
ered product to the eligible product de-
veloper without a legitimate business
justification; or

(IT) that the license holder failed to
comply with an order issued under clause
().

(B) Maximum monetary amount

A monetary amount awarded under sub-
paragraph (A)(iii) shall not be greater than
the revenue that the license holder earned
on the covered product during the period—

(i) beginning on—

(I) for a covered product that is not
subject to a REMS with ETASU, the
date that is 31 days after the date on
which the license holder received the re-
quest; or

(IT) for a covered product that is sub-
ject to a REMS with ETASU, the date
that is 31 days after the later of—
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(aa) the date on which the license
holder received the request; or

(bb) the date on which the license
holder received a copy of the covered
product authorization issued by the
Secretary in accordance with para-
graph (2)(B); and

(ii) ending on the date on which the eli-
gible product developer received sufficient
quantities of the covered product.

(C) Avoidance of delay

The court may issue an order under sub-
paragraph (A)(i) before conducting further
proceedings that may be necessary to deter-
mine whether the eligible product developer
is entitled to an award under clause (ii) or
(iii) of subparagraph (A), or the amount of
any such award.

(c) Limitation of liability

A license holder for a covered product shall
not be liable for any claim under Federal, State,
or local law arising out of the failure of an eligi-
ble product developer to follow adequate safe-
guards to assure safe use of the covered product
during development or testing activities de-
scribed in this section, including transportation,
handling, use, or disposal of the covered product
by the eligible product developer.

(d) Omitted

(e) Rule of construction
(1) Definition

In this subsection,
laws”’—
(A) has the meaning given the term in sub-
section (a) of section 12 of title 15; and
(B) includes section 45 of title 15 to the ex-
tent that such section applies to unfair
methods of competition.

(2) Antitrust laws
Nothing in this section shall be construed to

limit the operation of any provision of the
antitrust laws.

() Omitted

the term ‘‘antitrust

(g) Rule of construction

Nothing in this section, the amendments made
by this section, or in section 355-1 of this title,
shall be construed as—

(1) prohibiting a license holder from pro-
viding an eligible product developer access to
a covered product in the absence of an author-
ization under this section; or

(2) in any way negating the applicability of
a REMS with ETASU, as otherwise required
under such section 355-1 of this title, with re-
spect to such covered product.

(Pub. L. 116-94, div. N, title I, §610, Dec. 20, 2019,
133 Stat. 3130.)

Editorial Notes

CODIFICATION

Section was enacted as part of the Further Consoli-
dated Appropriations Act, 2020, and not as part of the
Federal Food, Drug, and Cosmetic Act which comprises
this chapter.



§355a TITLE 21—FOOD AND DRUGS Page 228

Section is comprised of section 610 of Pub. L. 116-94.
Subsecs. (d) and (f) of section 610 of Pub. L. 116-94
amended section 355-1 of this title.

§ 355a. Pediatric studies of drugs
(a) Definitions

As used in this section, the term ‘‘pediatric
studies’ or ‘“‘studies’ means at least one clinical
investigation (that, at the Secretary’s discre-
tion, may include pharmacokinetic studies) in
pediatric age groups (including neonates in ap-
propriate cases) in which a drug is anticipated
to be used, and, at the discretion of the Sec-
retary, may include preclinical studies.

(b) Market exclusivity for new drugs
(1) In general

Except as provided in paragraph (2), if, prior
to approval of an application that is submitted
under section 355(b)(1) of this title, the Sec-
retary determines that information relating
to the use of a new drug in the pediatric popu-
lation may produce health benefits in that
population, the Secretary makes a written re-
quest for pediatric studies (which shall include
a timeframe for completing such studies), the
applicant agrees to the request, such studies
are completed using appropriate formulations
for each age group for which the study is re-
quested within any such timeframe, and the
reports thereof are submitted and accepted in
accordance with subsection (d)(4)—

(A)(A)T) the period referred to in sub-
section (¢c)(3)(E)(i) of section 355 of this
title, and in subsection (j)(5)(F)(i) of such
section, is deemed to be five years and six
months rather than five years, and the ref-
erences in subsections (¢c)(3)(E)({i) and
(H(GB)(FH(@i) of such section to four years, to
forty-eight months, and to seven and one-
half years are deemed to be four and one-half
years, fifty-four months, and eight years, re-
spectively; or

(IT) the period referred to in clauses (iii)
and (iv) of subsection (¢c)(3)(E) of such sec-
tion, and in clauses (iii) and (iv) of sub-
section (j)(5)(F) of such section, is deemed to
be three years and six months rather than
three years; and

(ii) if the drug is designated under section
360bb of this title for a rare disease or condi-
tion, the period referred to in section
360cc(a) of this title is deemed to be seven
years and six months rather than seven
years; and

(B)(i) if the drug is the subject of—

(I) a listed patent for which a certifi-
cation has been submitted under sub-
section (b)(2)(A)(ii) or (G)(2)(A)(vii)AI) of
section 355 of this title and for which pedi-
atric studies were submitted prior to the
expiration of the patent (including any
patent extensions); or

(IT) a listed patent for which a certifi-
cation has been submitted under sub-
sections (b)(2)(A)(iii) or (j)(2)(A)(vii)(III) of
section 355 of this title,

the period during which an application may
not be approved under section 355(c)(3) of
this title or section 355(j)(5)(B) of this title

shall be extended by a period of six months
after the date the patent expires (including
any patent extensions); or
(ii) if the drug is the subject of a listed
patent for which a certification has been
submitted under subsection (b)(2)(A)(iv) or
(H(2)(A)(vii)(AV) of section 355 of this title,
and in the patent infringement litigation re-
sulting from the certification the court de-
termines that the patent is valid and would
be infringed, the period during which an ap-
plication may not be approved under section
355(c)(3) of this title or section 355(j)(5)(B) of
this title shall be extended by a period of six
months after the date the patent expires (in-
cluding any patent extensions).
(2) Exception
The Secretary shall not extend the period
referred to in paragraph (1)(A) or (1)(B) if the
determination made under subsection (d)(4) is
made later than 9 months prior to the expira-
tion of such period.

(c) Market exclusivity for already-marketed

drugs
(1) In general

Except as provided in paragraph (2), if the
Secretary determines that information relat-
ing to the use of an approved drug in the pedi-
atric population may produce health benefits
in that population and makes a written re-
quest to the holder of an approved application
under section 355(b)(1) of this title for pedi-
atric studies (which shall include a timeframe
for completing such studies), the holder agrees
to the request, such studies are completed
using appropriate formulations for each age
group for which the study is requested within
any such timeframe, and the reports thereof
are submitted and accepted in accordance with
subsection (d)(4)—

(A)({)(I) the period referred to in sub-
section (c)(3)(E)(ii) of section 355 of this
title, and in subsection (j)(5)(F)(ii) of such
section, is deemed to be five years and six
months rather than five years, and the ref-
erences in subsections (¢c)(3)(E)(ii) and
(3))(B)(F)(ii) of such section to four years, to
forty-eight months, and to seven and one-
half years are deemed to be four and one-half
years, fifty-four months, and eight years, re-
spectively; or

(IT) the period referred to in clauses (iii)
and (iv) of subsection (¢)(3)(D) of such sec-
tion, and in clauses (iii) and (iv) of sub-
section (j)(b)(F') of such section, is deemed to
be three years and six months rather than
three years; and

(ii) if the drug is designated under section
360bb of this title for a rare disease or condi-
tion, the period referred to in section
360cc(a) of this title is deemed to be seven
years and six months rather than seven
years; and

(B)(i) if the drug is the subject of—

(I) a listed patent for which a certifi-
cation has been submitted under sub-
section (b)(2)(A)({i) or (G)(2)(A)(vii)(II) of
section 355 of this title and for which pedi-
atric studies were submitted prior to the
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expiration of the patent (including any
patent extensions); or

(IT) a listed patent for which a certifi-
cation has been submitted under sub-
section (b)(2)(A)({ii) or (j)(2)(A)(vii)(III) of
section 355 of this title,

the period during which an application may
not be approved under section 355(c)(3) of
this title or section 355(j)(b)(B)(ii) of this
title shall be extended by a period of six
months after the date the patent expires (in-
cluding any patent extensions); or

(ii) if the drug is the subject of a listed
patent for which a certification has been
submitted under subsection (b)(2)(A)(iv) or
(MH(2)(A)(vVii)(IV) of section 355 of this title,
and in the patent infringement litigation re-
sulting from the certification the court de-
termines that the patent is valid and would
be infringed, the period during which an ap-
plication may not be approved under section
3565(c)(3) of this title or section 355(j)(5)(B) of
this title shall be extended by a period of six
months after the date the patent expires (in-
cluding any patent extensions).

(2) Exception

The Secretary shall not extend the period
referred to in paragraph (1)(A) or (1)(B) if the
determination made under subsection (d)(4) is
made later than 9 months prior to the expira-
tion of such period.

(d) Conduct of pediatric studies
(1) Request for studies
(A) In general

The Secretary may, after consultation
with the sponsor of an application for an in-
vestigational new drug under section 355(i)
of this title, the sponsor of an application
for a new drug under section 355(b)(1) of this
title, or the holder of an approved applica-
tion for a drug under section 355(b)(1) of this
title, issue to the sponsor or holder a written
request for the conduct of pediatric studies
for such drug. In issuing such request, the
Secretary shall take into account adequate
representation of children of ethnic and ra-
cial minorities. Such request to conduct pe-
diatric studies shall be in writing and shall
include a timeframe for such studies and a
request to the sponsor or holder to propose
pediatric labeling resulting from such stud-
ies. If a request under this subparagraph
does not request studies in neonates, such
request shall include a statement describing
the rationale for not requesting studies in
neonates.

(B) Single written request

A single written request—

(i) may relate to more than one use of a
drug; and

(ii) may include uses that are both ap-
proved and unapproved.

(2) Written request for pediatric studies
(A) Request and response
(i) In general

If the Secretary makes a written request
for pediatric studies (including neonates,
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as appropriate) under subsection (b) or (c),
the applicant or holder, not later than 180
days after receiving the written request,
shall respond to the Secretary as to the in-
tention of the applicant or holder to act on
the request by—
(I) indicating when the pediatric stud-
ies will be initiated, if the applicant or
holder agrees to the request; or
(IT) indicating that the applicant or
holder does not agree to the request and
stating the reasons for declining the re-
quest.
(ii) Disagree with request

If, on or after September 27, 2007, the ap-
plicant or holder does not agree to the re-
quest on the grounds that it is not possible
to develop the appropriate pediatric for-
mulation, the applicant or holder shall
submit to the Secretary the reasons such
pediatric formulation cannot be developed.

(B) Adverse event reports

An applicant or holder that, on or after
September 27, 2007, agrees to the request for
such studies shall provide the Secretary, at
the same time as the submission of the re-
ports of such studies, with all postmarket
adverse event reports regarding the drug
that is the subject of such studies and are
available prior to submission of such re-
ports.

(3) Action on submissions

The Secretary shall review and act upon a
submission by a sponsor or holder of a pro-
posed pediatric study request or a proposed
amendment to a written request for pediatric
studies within 120 calendar days of the submis-
sion.

(4) Meeting the studies requirement

Not later than 180 days after the submission
of the reports of the studies, the Secretary
shall accept or reject such reports and so no-
tify the sponsor or holder. The Secretary’s
only responsibility in accepting or rejecting
the reports shall be to determine, within the
180-day period, whether the studies fairly re-
spond to the written request, have been con-
ducted in accordance with commonly accepted
scientific principles and protocols, and have
been reported in accordance with the require-
ments of the Secretary for filing.

(5) Effect of subsection

Nothing in this subsection alters or amends
section 331(j) of this title or section 552 of title
5 or section 1905 of title 18.

(6) Consultation

With respect to a drug that is a qualified
countermeasure (as defined in section 247d-6a
of title 42), a security countermeasure (as de-
fined in section 247d-6b of title 42), or a quali-
fied pandemic or epidemic product (as defined
in section 247d-6d of title 42), the Secretary
shall solicit input from the Assistant Sec-
retary for Preparedness and Response regard-
ing the need for and, from the Director of the
Biomedical Advanced Research and Develop-
ment Authority regarding the conduct of, pe-
diatric studies under this section.
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(e) Notice of determinations on studies require-
ment

(1) In general

The Secretary shall publish a notice of any
determination, made on or after September 27,
2007, that the requirements of subsection (d)
have been met and that submissions and ap-
provals under subsection (b)(2) or (j) of section
355 of this title for a drug will be subject to
the provisions of this section. Such notice
shall be published not later than 30 days after
the date of the Secretary’s determination re-
garding market exclusivity and shall include a
copy of the written request made under sub-
section (b) or (c).

(2) Identification of certain drugs

The Secretary shall publish a notice identi-
fying any drug for which, on or after Sep-
tember 27, 2007, a pediatric formulation was
developed, studied, and found to be safe and ef-
fective in the pediatric population (or speci-
fied subpopulation) if the pediatric formula-
tion for such drug is not introduced onto the
market within one year after the date that the
Secretary publishes the notice described in
paragraph (1). Such notice identifying such
drug shall be published not later than 30 days
after the date of the expiration of such one
year period.

(f) Internal review of written requests and pedi-
atric studies

(1) Internal review

The Secretary shall utilize the internal re-
view committee established under section 355d
of this title to review all written requests
issued on or after September 27, 2007, in ac-
cordance with paragraph (2).

(2) Review of written requests

The committee referred to in paragraph (1)
shall review all written requests issued pursu-
ant to this section prior to being issued.

(3) Review of pediatric studies

The committee referred to in paragraph (1)
may review studies conducted pursuant to this
section to make a recommendation to the Sec-
retary whether to accept or reject such reports
under subsection (d)(4).

(4) Activity by committee

The committee referred to in paragraph (1)
may operate using appropriate members of
such committee and need not convene all
members of the committee.

(5) Documentation of committee action

For each drug, the committee referred to in
paragraph (1) shall document, for each activ-
ity described in paragraph (2) or (3), which
members of the committee participated in
such activity.

(6) Tracking pediatric studies and labeling
changes

The Secretary, in consultation with the
committee referred to in paragraph (1), shall
track and make available to the public, in an
easily accessible manner, including through
posting on the Web site of the Food and Drug
Administration—
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(A) the number of studies conducted under
this section and under section 284m of title
42;

(B) the specific drugs and drug uses, in-
cluding labeled and off-labeled indications,
studied under such sections;

(C) the types of studies conducted under
such sections, including trial design, the
number of pediatric patients studied, and
the number of centers and countries in-
volved;

(D) the number of pediatric formulations
developed and the number of pediatric for-
mulations not developed and the reasons
such formulations were not developed;

(E) the labeling changes made as a result
of studies conducted under such sections;

(F) an annual summary of labeling
changes made as a result of studies con-
ducted under such sections for distribution
pursuant to subsection (k)(2); and

(G) information regarding reports sub-
mitted on or after September 27, 2007.

(7) Informing internal review committee

The Secretary shall provide to the com-
mittee referred to in paragraph (1) any re-
sponse issued to an applicant or holder with
respect to a proposed pediatric study request.

(g) Limitations

Notwithstanding subsection (c)(2), a drug to
which the six-month period under subsection (b)
or (c) has already been applied—

(1) may receive an additional six-month pe-
riod under subsection (¢)(1)(A)({A)(II) for a sup-
plemental application if all other require-
ments under this section are satisfied, except
that such drug may not receive any additional
such period under subsection (¢)(1)(B); and

(2) may not receive any additional such pe-
riod under subsection (¢)(1)(A)(ii).

(h) Relationship to pediatric research require-
ments

Exclusivity under this section shall only be
granted for the completion of a study or studies
that are the subject of a written request and for
which reports are submitted and accepted in ac-
cordance with subsection (d)(4). Written re-
quests under this section may consist of a study
or studies required under section 355¢c of this
title.

(i) Labeling changes

(1) Priority status for pediatric applications
and supplements

Any application or supplement to an appli-
cation under section 355 of this title proposing
a labeling change as a result of any pediatric
study conducted pursuant to this sec